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mm%i wmm 
m 0 

EGF^ttFlt-lKM^S^ftT-feSIf^ 1 SB*tf>i*^= 

[»#«5] ;W^U K-V«tSW, KM1730, KM1731, RM1732, 
KM1748fc i; tfKM1750#> «b&£|j¥<fc yjUlitvS #tttT & 3 fjt#Jg 4 f3«<Z>i* i. 

[ff#^8] hl!ffllttft^I**i#^, KM8550, KM855K KM8552, KM85 

53, KM8554feJ:rJfKM8555^e>«;S»J: U 9tf*l5m#T&5if:£^ 6 fB^©l*I£ 

o 

[»#3C9] m^WT^r^ Fab, Fab', F(ab') 2 , VW7 4 F 
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hVEGF^ftFlt-llc#^&^#T-&&ff:£3U 13B«©3tllil»IIMa^e>#« • 

v * n 7 t - *?^<DiMt z>ism B 

m&mi 3] n hvEGF^^Fit-nc#-rsm<*^ jku * n-^-;i,m# 

[*f##l 5] A>f7*'J KM1730, KM1731. KM1732 

UftftSl 7] KM2532^fe(iKM2550T*fe-5^^^1 6 

8] Hhmttm&®m&mffL<*&. KM8550. KM8551. KM8552. KM 
8553. KM8554££tfKM8555^e> fc£3¥<fc U 3§tf*l£mftT-&£li:£3C 1 6|BiK© 

[SN^l 9] ffiftmfttf. Fab. Fab\ F(ab' ) 2 , — V X J\,7 4 
[»*£2 1 ] H hVEGF^^Flt-HC^LT^?S'f4S:*^-S%M$:^ 
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[M2 5] ^ 7 * □ — f-Jltfii£i>\ A^7*'JK-7^I4fSMfeJ: 

[tM2 6] /W K-Y^lStS^J^, KM1730, KM173U KM1732 
, KM1748J3i:^KM1750^e>^^g¥<fc *;S«tLSm^-efeS»#«2 5gB*<D^IST 

m#T%2 8] t: hM^*^#t;#jb\ KM2532£fcliKM2550-e&£fi:£:S2 7 

[f#S2 9] t: hliiM^M^ffi^^ KM8550, KM8551, KM8552 
, KM8553. KM8554;J3<fctfKM8555^e>fc£S¥<i: VmiffrZ>in,i£T~2b2>m3&%2 7 SB 

[M3 0] mfrWr^. Fab, Fab\ F(ab') 2 , -aMRJfttf;, ^>Wb:7>f 

e?j*fctt»^x^W{c?ii^$i±fcm^i?fe-5if^^2 2-3 oo^-ttifrim 

m^ms 2] t hVEGFS«#Flt-lK:^LT^?SttS:^"r«*«S:%S& 

[it ^« 3 3 ] - 7^77- i?#m&?2>mBt>\ utm&mB. mm 
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[ff3^3 7] J\j-7V K-V^jg^-r^m^*\ KM1730, KM1731, KM1732 
, KM1748fe<fct^KM1750^e)^-5^J: »J?i«tl^ta^T*$>-g>M^3 6fE«<Z>^»T 

[0*^3 9] t: hS^^7filft^ KM2532£fc»KM2550T- 3 8 

[M4 0] tbSfflift^Iifi^^ KM8550, KM8551, KM8552 
, KM8553, KM8554£<ktfKM8555fr£>fc£g¥J: *)m&tlZ>ffL{fcT*$>Z>m&T%3 8 gB 

[»:£3C4 1] ifLftmfttf. Fab, Fab', F(ab') 2 , -^ilffifls:, 4 
K^fbFv^ J: tf*B*gte&^M%!c £ ^ ti K y 5^ K £ M iiti 3 ®T 

»*fett3te^F-X^WK:ift^S-&fc«t#-eS)S, «^3 3-4 2CDV^*lfr 1 

[if ##4 3] t hVEGFg^#Flt-lS:^"rsflf«^aiS:l!E«*r ^ 

[»#3S4 4] t hVEGFg^Flt-lSr^-rsfflf^ai&iaWf SWKj^VEG 
F0F1 t-lggsfi^©*^ & MF*- £ * tc ttFl t-lft#l**» £ ©fiNB-fcg & 
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[W4 8] A>f7*'JK-7^14f^M, KM1732, KM1748£ J: tfKM 
1750^e>^«4xSm^T ^S»#^4 7|B«©#«- V* n 7 y - S?©3Ej£|H# 

Mo 

[f#55 0] t hMdp^^in;^*\ KM2532££l±KM25507?&&ff;£:g4 9 

§a«©#3^ - 7^77- wmmmmm. 

[ff#£5 1j thSW^Wtt^^ KM8550, KM8551, KM8552 
„ KM8553, KM8554fc«fctfKM8555^ *;3Btfn*#lflc*T?&53f #3g4 9 SB 

[f*95 2] JftttWltftf, Fab, Fab', F(ab') 2 , -^^fift, 

65^fe««^X^6!llCife-a-$-&fem^T^§^^^4 5-5 2<Z)VN-Ttl^l^ 
[«#«5 4] t hVEGFS*i*FIt-l€:^-r6lt*^3a€:|flW-rs%3RS:^ 

[»#^5 5] mm- -??u-7y-i?tfmttz>i&B-t)K mm 
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W*S5 7] VEGF©Flt-15e*#^<0«^€:|H#-r©^ft«C, H hVEGFg 
^Flt-ncM^Stnt^-efeSM^5 6 7^D77-«#t 

[f^5 8] t hVEGF^^Flt-lJcM-rsSt^^ JKU * D -^;i/#t# 
ItM5 9] H hVEGF^^Flt-HC^f-r^^y ^n-^-;vm^^, /W 

[f^6 0] A>f^'J K-V^SStSSiift* 5 , KM1732, KM 1748& £ KM 
1750;fr^tf;ft&^#;^&£ijf;£^5 9fa«©#« ♦ 7^D77-«#t5 

[ff^6 2] t hi^r^7»\ KM2532££{±KM2550-e&£ff^6 1 

mm&mm- vi? n 7 7 - 

[M6 3] t ha«ittSMH«#«$iflc«5, KM8550, KM8551, KM8552 
. KM8553, KM8554fe,k^KM8555^b^S^J: U^«tl-£>m^-e&^^^5 7fB 

7^ n 7 7 - 

[§M6 4] Jftfl£»T##, Fab, Fab\ F(ab*) 2% VW7 4 
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[fM6 5] «»ttBfi76*. gfi«*felifi^®I»Ii:ft^ 

[$Sl$§<Z>iMffifcgfcJB] 
[0 0 0 1] 

[0 0 0 2] 

mmmm. ^mKsk f sm^t>^<m^^x^^> u. Bioi. chem., 267, 10931 < 

1992)] „ Jlllflr4?:litSB^i:bT«, Vascular permeability factor (V 
PF) /Vascular endothelial growth factor (VEGF)#JtSB#l!£^PgtCfcfrt <5lfa^ 

V^^> [Advances in Cancer Research, 67, 281 (1995)] „ 
[0 0 0 3] 

Advances in Cancer Research,67, 281 (1995); Endocrine Reviews,18, 4 (199 
7)] o 

\L h(DVEGF^fo£LX\ZZn*XlZ&mfaM^U ^ 7 7^ U-IC 

^^-^^j^^^^-^^^Flt-Kfms-like tyrosine kinase) [Oncogene, 5, 519 
(1990); Science,255, 989 (1992)] £ £m2<Z)^#T*& -5 KDR (kinase inse 
rt domain-containing receptor) [W092/14748; Biochem. Biophys. Res. Comm. 
, 187, 1579 (1992)] ©2S^#^$ ftX V^. H r-MVEGF^#KDR<Z>V^*§? 
7ft=En**&Flk-l [Proc. Natl. Acad. Science, USA, 88, 9026 (1991); W094/1 
1499; Cell,72 , 835 (1993)] ftX V*£„ Flt-lfc <fc tHDR/Flk-l£>M 
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□ i/>^rt-€K^>f> £ ^S^S 180-200 3f D h > A? 

<£>„ VEGFttFlt-l^^mDR/Flk-nc^-etl-rtlKd-fii^O pM£J:tf75 pMT#Mlft 
£ „ F 1 1-1 j: KDR/F 1 k-1 tiifa^ ft&ffl j& (C #H » £ L T V \ -5 £ % 
^£*lTI^£ [Proc. Natl. Acad. Sci. USA, 90, 7533 (1993); Proc. Natl. A 
cad. Sci. USA ,90, 8915 (1993)] . 
[0 0 0 4] 

Fit-mm* &&mz&n &mmz^\,^T t hyy*^5^ h— VjffiflKtf) 

Jffi*lfil^rt>g|ffljBS [Nature, 359, 845(1992)] , hMSMlOlitf ft 
Jfcfflffi [Cancer Research,53, 4727 (1993)] T% lE#iffi|«©jlM^&<llUfcK:Jt 
^flt-1 «RNA©|§^^±#LT^Sri:^#^$tlTV>Sc ££>IC. ^-ffiH^fU 

3.^v^B#©g5®f©ifiitft>sifflj^fcfevM: ; fo>r > • -9->r^3. • #4 -tf 

— (in situ hybridization ) {C<fc*J flt-1 mRNA<Z>#§33i#Ig#) e> ft& Z\ £ 

##^£*lTV^ [J. Experimental Medicine, 180, 341 (1994)] „ Z.t\h<D 
JH te> mmst'gffi IZ £ V * T VEGF-VEGF 1/ iz zf # - F 1 t-l^MS & &tfl £ JH 
LT^£CI££^<^i-£>%©-e&&o Flt-lttVEGF^jjg^-rs il, HHJ&ft F 
^>f>*^a'J >^fc$tlSZl^^#^$tlTV\-&^ [Science,255, 989 (1992 

)] . ^b^^alg^cov^T^i^^T^s„ L^u f it-ia^-7-$:^bfcfit-i 

fcLTV^£#£j£$*lTVN.g> [Nature, 376, 66 (1995)] „ 
[0 0 0 5] 

, mm<Dm7£*fem-tz>m&*m^- z>^£-tfm / &ztix^& [joumai of Ex per 

iaental Medicine, 172, 1535, (1990)] „ VEGFttfc: h^lfil <fc »J mM b 

fe#^lCMl/T%^{Eoi?S14?:5ti-3i: [Blood,81, 2767 (1993)] , VEGF* 

ftffimz&vmj£femm&t>mmznzz£f)m&ztiT^2> [Biood,87, 3336 

(1996)] . t h^lfilJ; Vmm^fr&lSLZJ — fyzTuy h&fc J: im-PCR*£ 



ffiIE$# 2000-3057389 



11-171709 



{C <fc y mRNA l/^T'VEGF - <Z>$g3i£#W* £ hFlt-Hi^ bt V>£ # 

, KDR&I^LTV^V^ fc^fe. Flt-lttmtfCDSEjfcKBBfrS I/* :/# -T*&£ 
£jf ^£*lT^£ [Journal of Biological Chemistry, 271 , 17629 (1996)] „ 
Y. hJMt&yjK^y^vA^^ K-r^M-r-5ilFlt-l©iBRNAl/^;i/T:(D^^ 
_h#-T-g> Zl £##££*XTV^ [Blood,87, 3336 (1996)] „ 
[0 0 0 6] 

O~20/cim©*M<MflST*& l .K ^gft^lgT^M^^bTV^tf, - 

^-eiiifii^M$:iio'ra^©fi^ffl^«^t#i&bT, y*M-e4Mb 

7T-.^»fcbT— fSStlTV^* [7^D77-^ : $g3c$R^ SIM:(1986), 
«f*a^*» : ^*fS[«S ^0J^(1996)] . #«-7^D77-^ 

„ rtie>^B©ilMtCBI^bTVNe [7^0 77-i?:H*if ft^*±(1986) 
, *ftft£3*«-tt : Tt0l£(1996)] . 

[0 0 0 7] 

^j 7uyr _ V ( ^ T> ija97fflCfel7S?ti7i'D77-^&RA?II 

4y2-u4*y- i & (J^T, ^ysf-u^^-y^ihtm-t^) ^ il-6, il-8 

IL-10, IL-15, MCP-1 (monocyte chemotacticprote in) , MIP-1 a (macrophag 
e Inflammatory protein) , TNF-a (tumornecrosis factor) , VEGF (vascular 
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endothelialgrowth factor) „ PDGF (platelet-der ivedgrowth factor) ^£#$31 
£>*ITV*S [S&J*^, _3_0 , 2 1 4 (1 9 9 8)]. 
[0 0 0 8] 

SESr^-T*. ^107^77-^ *UK&{e3i?-5VEGF, PDGF, FGF (fib 
rob last growth factor) % IL-1& ifm* h *} >f y 2> [*#T^, 

5 3 , 8 8 (1 9 9 8)] „ 
[0 0 0 9] 

J£Uh©<fc-MC 3SMgjfilJ: y^Lfe#^-emRNAl/^;b^VEGF^#Flt-l^^ 
llt^ii:, #««VEGFfiSc#«JlC3i^^{]Eait--5 3^^#^$tlTV>S 0 L 
frU m««8ilg^®±{CFlt-l^|g^bTV>^>r^, *$WFlt-l«:*r-l, 

TVEGFfe#e5^c5i^•rs*^^e)^^i^^e>^t:^v^ 0 wGF^m^mm<D 

[0 0 10] 

mm&mvk b <k e» 1 1 « mm 

[0 0 1 1 ] 

*nmmb&. vegf^#fu-i (^t, Fit-iim&gE-rsr n%&z> B ) km 
Mt.mzfcm-tzz.ii, m hffi&fiKDtkmnmmzitffiF it- im#«Mi;L& 

V>#, Jfil^MJ:y^bLfc#«lC«mFlt-im^^lSi--5>3 < i:. ^femFH 
-lm^^VEGFtCJ: *J^$tlS^(D^$:|JaS-r-g>z:i:S:^«)Tmmb> #36 



1 0 
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[0 0 12] 

-Tfcfrlp. *mm&&>T(D (1) ~ (6 5) icH-t^o 

^Fit-itc*fi-^m^-e*>-&±fB (i) mmo&Mo 

[0 0 13] 

(3 ) hVEGF^flcFlt-HcM-t £tfliki>\ sKl> * D — fctt^ 

y ^a-t;i/»fe5' h£#$t£-rs±ia (2) mm<D&M. 

(4) *n-^;i/j7i;##, -7V F-^t>m$i-tz>ijift&&'&t hit 

(5) A>f^'JK-7^I4tSW> KM1730, KM1731, KM1732, KM1748 
[0 0 14] 

(6) t t hS^f^y^fc^^t hSTOtt^USW 
##^tf*i£m#T-&.5_hfa (4) 3B«©i*^. 

(7) tlh^^^^m^*\ KM2532^fettKM2550T-fe-5_hfB (6) fB*<Df* 

fS§ 0 

(8) hSfiffitt^^MSiift^, KM8550, KM855U KM8552, RM8553, KM 
[0 0 15] 

(9) ttftmRtfi* Fab, Fab\ F(ab') 2% ^X/l/7>f KSfcftfl: 
±ffi (4) 

do) mitt*. &tt&m&7tm. m&n*t~\*i&ft*<Dmni:it%:m*.£. 
i*m.fc*i:mmizMiszi£fcffiftT*$>2>±m (2) ~ o) v^*i^ i ^itcia* 

[0 0 16] 

(11) t hVEGFS^Flt-lJC^bT^ffitt&^-rSftR&fflV^T, it 



1 1 
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11 — 17 17 G^fc, 

(12) k bWGF%mmit-lKMLT&i!i&ftZm-tZ>®mt>\ b: MEGF 
[0 0 17] 

(13) k hVEGF^#;Flt-nc*ft-sm#:^ jKU * n fctt 
*p-^;i/m#T*&£^££#|i&£irs±ia (11) SE*OD«iMJB&^e> 

[0 0 18] 

(15) ^^^'JK-T^iftfSW, KM1730, KM1731, KM1732. KM17 

tt{k-frt>m\*ti2>tfcfrv2b2>±m (14) ta«(D^jfii#Mfla^e)m« • v?o7 

[0 0 19] 

(1 7) khl^^7W, KM2532^fettKM2550-e$>S±fH (1 6) |H* 

(18) t hMffiMtt#1fi#tt*n:^*^ KM8550. KM8551. KM8552. KM8553. 

#nsjis^e)^ - 7^D77-^A©M^a}t5m 

[0 0 2 0] 

(19) tfiftmKtf. Fab, Fab\ F(ab' )^ VTsfrVJ K^Jg 

&_tia (14) ia«©3tjfli#^^e>#« • ^^n^T-^^c^^b&^m-r-s 

12 miE#2 0 0 0 - 3 0 5 7 3 8 9 
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(20) Mtt&m&Ttm. man* t=.\m$r*<Dmm tit^mzt 

ttfcfc*X^«Cltt^Si3:fcffi#T&S±ffi (12) ~ (19) ©V^*lfrl3l 
[0 0 2 1] 

(2 1) t bVEGFS^Flt-llC^LTje^ttSr^-TSttK&WSil^^ 

(22) #«-7^D77- ^ffi3^B> UMlt 

(2 3) fchVEGFg«#Flt-lK:»UT|g^?SttS:^'rS«K^ FVEGF 
^^Flt-ncM-r-5m{*T^S±fB (2 1) SB«©^»T^o 
[0 0 2 2] 

(24) t: hvEGF^^Fit-iic^r-rsm^. jku ?n-^;i^fls&£H: 

(25) t^n-^l/W, >\4 -fV F-v^m^-r^m^^ck^t; h 

[0 0 2 3] 

(2 6) nj-fV F-V#jg£1-£#t##> KM1730, KM1731, KM1732, RM17 
48£«k«tKM1750^e><fcS»J:ya«*lS«i#' , e**±IB (2 5) fE«©^8THo 
(2 7) thftW, h^^r^^m^fe«fct>*tl hSffi»tt*^««^«l 

m#fre>ak£4x&mttT*&&±SB (25) fH«®^^o 

(2 8) tM^r^7W, KM2532££&KM2550-£&£±IB (2 7) 
[0 0 2 4] 

(2 9) t: hliit^I^f fi$l#^> KM8550, KM8551, KM8552, KM85 
53, KM8554fectt;KM8555^P>^S^<fcya^tl^m^-efeS_hiB (2 7) IB*© 

(3 0) ffi<*WT##. Fab, Fab', F(ab' ) £ , -#«#t#. ^7>f 



1 3 
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s_kSB (25) mmo&mm* 

[0 0 2 5] 

i$mte^n:mmzM&z^t=.ffifai:'$>z>±m (22) ~ (30) ©v^-na^ua 

[0 0 2 6] 

(3 3) W-Y^D77-y«t5»\ ^-fett3£«u 

3^, mmmt$Lfr\*m&mmi:3bz>±M (32) lascDiBi^s. 
w^Fit-nc*r-r^jn;^Tfe^>j:fa 02) ih*©^»t^^o 

(3 5) H MEGF££#Flt-lIC#f SSttttf, jJ< U * □ -^jfifl:* 
^E^^D— t-)Vffi<*iT*2b2>Z.£Z&mil?&±m (34) ffi*<Z>»Wr^«S. 
[0 0 2 7] 

(3 7) A>fyn*-7^14t5W, KM1730, KM1731, KM1732, KM17 
48S<fcmM1750^^«;S^<fc y^litl-5m#T*fe-&±SH (3 6) iBsK©^KfT#*£ 

o 

[0 0 2 8] 

mfl^e>3gtf*i£m#:T*&£_hia (3 6) iH«©^m^^ 0 

(3 9) t: h^3f*^#tft#. KM2532££t;j:KM25507?&<g>_tiB (3 8) gB4fi 

(4 0) H hSISffitt^S||iSiti#^, KM8550, KM8551, KM8552. KM85 
53, KM8554feJ;UfKM8555^e>^S^i: U^litl-&Ja^T'$>-g>_tga (3 8) fE«tf> 
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[0 0 2 9] 

(4 1) ffi&VftftiiK Fab, Fab\ F(ab') 2> 2>*/l>7-f K3c£ 

-ffcFvfe <k # ffi*ti£&£«s & ^ k * e> s » e> si ti £ rn^^r t & 
5±iE (3 6) ia«©^»r^= 

(4 2) JftftfttHttT**, saK*fctifi^©IIMi:ft^»*fe 

tt*fi^X3*«fcfiteS*fcffi#'C&** -tffi (3 3) - (4 2) ©WTtl^l 
[0 0 3 0] 

(4 3) H hVEGFS*#Flt-l&^-r6ft#^aiS:ia«F"rSft>C ! fe^»^ 
(4 4) ti hVEGFS^Flt-lSr^-TSfll^JitriafF-rSftR^VEGFOFlt 

-i^§& ^©s^ & mw-t & mm. * £ »f i t-ij»#* #^ai & na«-r 
^^ST^s±ia (4 3) «h*©#«- v^n7T-^oaijfeia*si. 

[0 0 3 1] 

(4 5) VEGFCDFlt-l^^<Z)^$:ia«-f--5^lM^ MEGF^gflsFlt 
-UZMt 5S«*T'3b5±l2 (4 4) |B3£©#3$- 7^n77-i?0^ifS. 

(4 6) MEGF^#Flt-ncMi'£ififls#> aKU ^ D -^"^St#*fctt 
^ J ZU-^fttrLteT' *nWL£-tZ>±M (4 5) ffl*<BJ£#- ^07 

[0 0 3 2] 

(4 7) t: hVEGF^^flsFlt-iic^fi-^^y ^ n -1-)Vin.fotf. >\4-? x ) K 

_hlB (4 6) • 7T-^©36jfelfi«^. 

(4 8) A ^yiJK-7«t5W, KM1732, KM1748& £ KM1750;fr 

e>^iiti-5m^T*fes±iB (4 7) mm<Dm&"**n7T-t?<D&&mwMo 

[0 0 3 3] 

(4 9) fcMfcflltttf, k bS^r^7^fe«J:tFt hMtt^i^I 

&fl^&»tfftsJfcttT?*5JtSB (4 7) iB«©#^- ?irn77-*;©«l 
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(5 0) KM2532£fct£KM2550T*&.g>_L!3 (4 9) fB« 

[0 0 3 4] 

(5 1) fc hM^£&5£M^#^m&7l>\ KM8550, KM8551. KM8552. KM85 
53. KM8554fc«fct> , KM8555^e>^S^J: VmiXnZ>U&T*$>Z>±m (4 9) fB«© 

(5 2) m^»T^*\ Fab, Fab', F(ab') 2 , -#Mt#. ^;i/7-f 

ib (4 7) mmn^m • v * n ^ 7 - ^©itifn. 

[0 0 3 5] 

(5 3) #l#2>\ ifc»ttHffi7ciR. M£«£fckM&#^©^Mt^l$;fe£: 
tt*^X#^lCil6-^$-ti:fe^*efeS_hl3 (4 5) ~ (5 2) <Z)V^n# 1 ^ 

(5 4) t hVEGFS«frFlt-lS^^Sfif*ejSS:ia«F"rs*«S:^»fifc^ 
[0 0 3 6] 

(55) • 7^077 v-t>m5--*z>mm>t)\ #k&&mm. mmmmrn 
Mmmfc£t~i*m&mm-e2bz>±m (5 4) fa«©?&^o 

(5 6) t hVEGF^#:Flt-l$:^-t§##^$:l®«-tS%»^VEGF©Flt 
Z>mm.-Z%>Z>±M (5 5) ffift(Z).$« • T ^ □ 7 7 - ^ 1 5 S^lffi^f ^ 

o 

[0 0 3 7] 

(5 7) VEGF©Flt-l^^^s(D^$:|Ja§t-S^K^, MEGF^ffcFlt 
-UZM~?Z>tfLfcX*$>Z>±m (5 6) |H«CD^ • 7^D77-^WtSM 

(5 8) t: hVEGF^ftFlt-HC^Sjfiflstf, # U * n — riVtfiftlt. fett 

y *n — ^;i/m#T*&3 3 t-£i:ia (5 6) fBiK©^ • □ 7 

7 - 



2000-3057389 



11 — 171709 



[0 0 3 8] 

(5 9) \L MEGF^#Flt-nc*ft-.5 ; Ey 2 U —T JVifCfttf, /W^UF 

&x*2bz>. ±m (5 8) ib«©#« - v^n ^T-^^s-^-r^^s©^^ 

(6 0) J\4ZTV F-7«t5«iftjb\ KM1732, KM1748& J; 017502^ 
b^tf*iSm#T*&£_L!B (5 9) fH*(D#« • v^D7T-^^B9^-T-g>^# 

[0 0 3 9] 

(6 1) nhitmftf)\ \zhM**^ifift&&XftbMmWi£®:feMi£®m 

mm^m&nz>m&T'&z>±m (59) Ei®f«-v^D77-^wt 

(6 2) fchS^f^^M, KM2532££teKM2550T*&S±iE (6 1) f&M. 

<Dmm • n -7 r - vatm^-t zgkB&mmm. 

[0 0 4 0] 

(6 3) \L hM1®n&8:7£Mt£®nffifti>\ KM8550, KM8551. KM8552. KM85 
53, KM8554fc«fctfKN8555;fre>&<£f¥J: *;51k£*l£}fi#T?&S±fE (5 7) IS*© 

(6 4) ffi&mfttf. Fab, Fab\ F(ab' ) 2 , -*mffift. V7.fr? 4 K^cJfe 

SB (5 9) fB*©M< • 7^n7 7-i?©IM«io 
[0 04 1] 

iiae-7-x^wicgfe-a-s-&fem^T^>s±sa (57) ~ (64) <zmir*ifri3C 

»C8B*0*3» • 77D77 — 5?<Z>3ttj£IBWfir. 

[0 0 4 2] 
[*&i&a>£lt0>JgJM] 



1 7 



ffilE# 2000-3057389 



11-17 170 | 

^Mb-r^o vy^mnfflMfrbte. rmm^ Bffimzh&ftitirz. mm-*? 

: Wfrffim »»tt(1986K «f^^#lf : 3»*fi?6W, W*fW 
TtlJUg(1996)] c 
[0 0 4 3 ] 

$£ifflil§T*2ggiL&V^ #«-7^D77-^T'|g3|megi:tt, Flt-1 
[0 04 4] 

tin t bvEGF^nmit-uzMLxu^m^m^^mmx^nm^^^ 
mm • ^?u7 7-i?&mttzi&&<Dmmm£t=.i l *mm • ?^77-^ 

fc©T?*>J:V^ Flt-l£^r&<i#^i£|SBW-r£#lfC£ ITU Flt-l<Z)«8fg£ 



1 8 
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#5p 11-171709 

BftiftR, *fcttFlt-l^e>©1t«^%IH*r««ll*if*i t »tf 

t hVEGF(5!)Flt-l/\(Z)^S:|Ja«-r^>^lH^L/Tti> Flt-HCM^ WSKfo 

mK£t~i**ftbomMfcte£tf&tf i bftz>tf. #£b<ttFit-uc2rt&*fu 

&U M;UiSB203580 [Oncogene, 15, 2169 (1997)] & £(Dp38mWffl& iftf&tf 
[0 0 4 5] 

[0 0 4 6] 

*56^-e^ffl$4x^mFit-im^ii> 4^»©#a cr -x • r • 

tibodies-A Laboratory Manual Cold Spring Harbor Laboratory, 1988) , J£*T 
[0 0 4 7] 

ttm&z-ffifo *%>\fz>z.htfx%2> e 

[0 0 4 8] 

^it^fflStlS^^n-t^ll tl hVEGF^^Flt-llC^-Ttl 



1 9 
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11-17 17 

itizmfrzftm. mm~?z>zmzj:ymmznt^ jan hVEGF^^cFit-i^y 

[0 0 4 9] 

W& (complementary determining region;J^T. CDRi: BSfB"^"-g> 0 ) 
[0 0 5 0] 

-r-g>c 

[00 5 1] 
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#^ 11-171709 



[0 0 5 2] 

&ftmT* j mmznz>K. hi^^v^fe.t^t hMcDR^ffim&<z>fc h#t#gp 

*W^T'*>y. IgGMiCjRi-SIgGU I8G2, IgG3. IgG4lg<Z)-f A J ? U -fV y<DC 

m&v> T ti t>M v^ s r i: #-e £ £ o 

ab (Fragaent of antigenbinding<Z)B&) , Fab\ F(ab') 2 . —*mifLfa (single ch 
ain Fv; J^T. scFi:^) J3«k^^X;i/7 >f K^^m^(disulf ide stabilize 
d Fv; J^T> dsFvi:^-r)$:^-r<5o 
[0 0 5 3] 

Fabli. I s G(D}lZsi?MmX*2*<Dm*%lffilsT^Z>2^><Z>VX)\'7 4 F*£ 
•^©±^5©^^ FgP^fcMt^^-f >-e^fi?UT#^nfc. H^ON^W^J 

#?|J$3T*#!JS3^SFab&, jj|t hVEGF^^Flt-im^$:AV1-r 
[0 0 5 4] 

Fab'li, ±|SF(ab') 2 0)t:>$/^(Z)^^;i/7>f K^^^J^i b fc^*^5^(D 
^^T^M^tl-SFab' li, jfiFlt-im#£M^^**l/-f h-^&Sb 



miE#2 000-3057389 



11-17 17 0^ 

Fab* &$g3rr5-fc#-e£5 0 
[0 0 5 5] 

F(ab') 2 &, I gG©t>y»2fi0^;i/7^ F%g£r<DTUZ:Bmh U 

^^•e^M^tl^FCab^gli, mFlt-l^S: h 'J^^>Mimri:^ 
t'^e. ^SiFlt-ltft^©F(ab') 2 ^$:zi- F^3DNA£lfr#jjifflg&ffl?jS 

^^-JCftfAU M^#-£m4»^#A«:i£fCj: y»^S-Mr, F( 
ab' il^T'^So 
[0 0 5 6] 

— ^jfiflc (scFv) -*©VHi:—*©VLi: ^rjg^^^^ F'J >t!7- (J£* 
atf. ^IS^'T^Sn^scFvtc-g-^tieVHfe J:yfVLli, ^Flt-l^E J V D 

;i/ U fa ~e & tut v ^ & & & % © -e % <fc v % e 

#5gf$3T*8i/a $ ftZ>-~*mffim*. Flt-l ic^f S^ft £ &.Mir 2> J\4 ~f V 
F-V«fct;VHj3«fcmL$:i3- F-T<£>cDNA£l&#U — #aRJft#$fc3K'« * # - £=ft 

rims. 

[0 0 5 7] 

4 KgeJfefbtntffc (dsFv) VHfe J: tfVLcfXD^tl^ft 1 7 ^ -/ S8^» 

fct;<D$:^e>o S/^-f >«3S 7 ^ J ^J^ttRei ter £> \Z J: »J ^£ *i 
ttW; [Protein Engineering,?, 697 (1994)] IC^oT, tfLftHDlLfaW&^W 

[0 0 5 8] 
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f Zinfo & & ^ >f y U K - v <fc »J VHI3 J: tfVL £ n - K f & cDNA £ Jfc# b , 
[0 0 5 9] 

gBK^c^iHfittlcov^tiu K"r*cDNAK:£BK& 
[0 0 6 0] 

1 . fiit hVEGF^^Flt-l^E ^ ? n -^-^/fitifr©f^»*t5fe 
( 1 ) miiOM^ 

£tb: hVEGF^^Flt-1^7 ^n-^;i/m^S:^i"^>fe*^^^^ i: L 
[0 0 6 1] 

t hVEGF^ft:Flt-l^«Bfl&^®lC|il^-rS«HISi:UTtt, NIH3T3-Flt-1« 
[Cell Growth & Differentiation,?, 213 (1996)] #3&tf £>*l£o *3c7>^& 

£ «hbs^m^ & m * s «r^tt t: h wG¥^mm\ t-m b ft & * v ^ a«ts a « £ m 

#c7)Fcg|5# il (Dm&m BMtVXmm.^^mtLXit. ^ VEGF^ftFl 1- 

Z^&tOffiftffiR*^ [Cell Growth & Differentiation 
,7 , 213 (1996)] fejgS<fe'<^*-©yn i E-*-TttK:J*ALfe<B»tll^.#'< 

tfJ K M V VEGF£g#F 1 t-lc7>£^& -5 V % 1»#Bt# £ ^ CD £ * & S V % ttgfe^g B 
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4f ¥ 11-17 17 



a 

[0 0 6 2] 

Escherichia coli ) , A^)V7. • X^'JT. ( Bacillussubtilis ) t®i'>x'J 

( Saccharomyces cerevisiae ) , i/^J^r V U % -feX • i& >/< ( Schizo 
saccharomyces poabe ) tfr*M!i§£ btlt b©MT*&£ 

-?-v;wt$y§, i^i/^imj^T'&SCOSijSfflij^ • >\2±**-<DmM~e 

$>zcmMffi^&m*Ztiz> 0 S4«ii:tTlt Sf9. Sf2i (7?-^>^x> 

*±lg) , High Five (4y¥bUi?jc2sttm) 
[0 0 6 3] 

HHS, Mx^i/iiJtT- 3iJ ( Escherichia coli ) &m±£. LXPS 

flUtf, rf?jRtf)pGEX (7 7^7>>7ttl?) , pET i/^^A (/A 
[0 0 64] 

*U£, M^-li. ^^^^A^f^-^^M^-S^^ [Proc. Natl. Acad. Sci., USA, 
69, 2110 (1972)] „ 7D h^v^h^ (# US Bg 63-248394) «E % V^tlCO^&t; 

^«£«££:LTMv>£i©iirlctt, # - i; bT, MAtf. YE P 13 

(ATCC37115) , YE p 2 4 (ATCC37051) , YCp 5 0 (ATCC37419) ^#MV^ 



2 4 
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[0 0 6 5] 

tltt, XI/* hn#l/-2/3>i£ [Methods. Enzymol.,194, 182 (1990 

)] , X7i0^7^bS [Proc. Natl. Acad. Sci., USA,84, 1929 (1978)] , 
it'JffA*! [J. Bacterid., 153, 163 (1983)] V^*ltf>:fr&t>JS V* £ 

[0 0 6 6] 

E 1 0 7 [#^5p3-22979, Cytotechnology,3, 133 (1990)] , p AGE 1 0 3 
[J. Biochen.,101, 1307 (1987) ] VM>> *l& 0 

m^Xi) J^tf, ffliUZ. t^h^^n^^;^ (CMV) ©IE (immediate ear 

ly) Ifi^o^D^-^-, sv40&£VM£*#n^:tf-*>f XD^a^-^-f* 5 

[0 0 6 7] 

HmX&frlZ. XU^l>nd<U-i/a>S [Cytotechnology, 3, 133 ( 

1990)] . Vym**fV&& (#M¥2-227075) , U sK ~7 x * is a [Proc. 
Natl. Acad. Sci., USA,84, 7413 (1987)] V^tKD^&fc V\ £>*l£o 

m&mMzm3L£Lxm^2>m&iz\t. «*.tf*i/> h • hn-^x • -r 

y • • /Wtfa^-, M ~3 4 (Current Protocols 

in Molecular Biology Supplement 1-34) , A*r=L U )VX • >f 9s\7Uyi/ 
B y . — 7 • ^iK^ hU — * Vla7^ (Baculovirus Expression V 

ectors A Laboratory Manual) ^lCiE*£ nfc^&lC J: o T, * > * R & 3S3i 



2 5 
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4f 5p 11 — 17 17 0^ 

[0 0 6 8] 

I^tA^i'^-tlTH $Jx.fc£> PVL1392. PVL1393 , pBlueBacIII ( 

h^^^T ♦ AU7*A-^ • 2 ? 1/7- • tKU's KdS/x • ^7>f;i/^(Aut 
ographa californica nuclear polyhedrosis virus) & £ jfrfe v\ it>ti& 0 
[0 0 6 9] 

(#1^2-227075) „ 'J^i^i/a^ [Proc. Natl. Acad. Sci., USA.84, 
7413 (1987)] Igtfm^btlZ. 

ffi^^.A^r^n^>r;i/^$;^Ufc©t>. «tfML£Sf9, Sf21feSVMiHigh Fi 

SlilfeT^S [Bio/Technology, 6, 47(1988)] „ 
[0 0 7 0] 

Vu- — y>f mzm. n-ji Kx^u y Vjs-A-^tS^ h y - • [Mo 

lecular Cloning 2nd edition, Cold Spring Harbor Lab. Press New York (198 

9);£*T. r^i/^^- - Vu--y>? iiia-T] icga«2*iTv^ 

[0 0 7 1] 

eS&4figMSt, S£it##^«J&-tS;i£lCj:»j > t: MEGF^#Flt-l 



2000-3057389 
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[0 0 7 2] 

£©#*»&frT, is~4ox;-ei6~96«riaifT-2». tsmmm* 

[0 0 7 3] 

ffl$tltV\^RPMI 164 O^fifi. E a g 1 e©MEM^tfciime>§«l 
K^JteJllfil»«&*iDUfc««l^fflV^n«. #*tt* ?1S5%C0 2 #«ET> 35 

«£4Mtfe#i6K*in br * «fc vn„ 

[0 0 7 4] 

Jg£*lT^£TNM-FHi£i& [77~5>^i> (Pharmingen) *±^{] , Sf900IISFM 
[^>f 7 -r? juV-X (Life Technologies) *t|g] , ExCelUOO , ExCell405 
[V^f«l%iJRH A>f XVS/ — X (JRH Biosciences) tfcjg] «tfJ8V*£>il 

S„ Igf2£», 25~3<TCT?l~4H|SafTV\ IftiFttiHICJSCT, $*>*V>f2/> 

eastern z&i&K&M ut % * v*. 

[0 0 7 5] 

t hVEGF^^Fit-i ©^s$>sv^^i^llT>^r^: J e©*^fe•2)V^^igfe^sa® 
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#5£ 11-17170 

[0 0 7 6] 

SHfcifc, 9 y v 9mvm £ £ & v n & 5 v # > a * m&m&ommtf & y a- 

mm. zm&z ^ ^ #r-£ 
n h vegf^^#:f i t-i ®^$> & v % i»#»t # & © * * $> z> v > ttiife-a-s a « 

[0 0 7 7] 
[0 0 7 8] 

^r^*;i/^n;i/^) „ tBoc^ (t->r^;i/^-^S/^;i/^n;i/^) ig&ltm&i&mz. 

iottiiltSIi^T'fS. ^mnM (^HAdvanced chemTechtt^ 

) , A-^f (^efflPerkin-Elmer^±$g) , 7D^J (^fflProtei 

n Technology Instrument^fcS^) . 9 ^i&t? (^RHSynthecel l-Vegafttgf) , B$L 
A-t^W - 'J^ryF (#HPerSe P tive*±g!) „ ft^JKflsffiSSf©'*^ K 

[0 0 7 9] 

(2) ttft®&&£&tt££ffll&<z>mg 
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[0 0 8 0] 

yFULTlt. y Y 0%i&7 i/ =l Ay h (Complete Freund' s Adjuvant), 

[0 0 8 1] 

50-100 /tg##*LV^ 3 ~7 0@lC;ft3g!&^tf> 

&&m%& mm&&w?£& (elisa&) : mmmmw awem i ttz-em 

[0 0 8 2] 
[0 0 8 3] 
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11-17 17 0^ 

[0 0 84] 

(3) figlSgCDl^ 

&*??7. (BALB/cfi^fe) #Mffii«tfcP3-X63Ag8-Ul (P3-U1) [Europ. J. Immune 
1..6, 511 (1976)] , SP2/0-Agl4(SP-2) [Nature, 276, 269 (1978)] , P3-X63 
-Ag8653(653) [J. Immunol . ,123, 1548 (1979)] , P3-X63-Ag8 (X63) [Nature, 2 
56, 495 (1975)] >f y • \?hU (in vitro) T*t3®"5rfg&#M®iNl|fl&l?& 

[0 0 8 5] 

(4) mJBSgft^ ^ ^ 2u-i~)ltn.fa<Dm%{ 

±m x-n* tit=.ffiftm$imB& t itmrnmrn n & mw b ^ © is. . 

^>T3-;i/-1000(PEG-1000)^^©|iJBS^m«^#:S:An^. JWHStrtt^S*, *g 

A1.83g % y >m-^7U^A0.21g „ :ffci&7.65g , M&m U y PH7.2 ) 

feifS:MV^5 0 l&^ifM£ira£i±£igifc£ ITU Sfft©iit^8flJ8&<Z># 

£j§^l$JC^£>*i£ e }:e>lC, HAT igife {JE^m [RPMI-1640igifclC^;i/# * y{ 
1.5mM) „ 2-*Jlj]7 hx^ y (5X10" 5 M ) , > Z T>f £/>(10/tg/al) 

fe<kWB^«(FCS) (csLttSU io%) &tojLitmm izntf*rvy*y (1 

0" 4 M) % *$py (1.5 X10~ 5 M) ^<ktKT^y^U> (4 X10" 7 M) SriUAfe 
[0 0 8 6] 

mis. 2mmm&mzfcfi;Lte\ t ^y-7)\ / $:mjRirz> 0 ovm?, rjm&^h&jcj: 
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[0 0 8 7] 
[0 0 8 8] 

*tFlt-l=Ey ^ LT&> W098/22616lCfB«£*lTVN3 

J\4zfV K-^KM1732(FERM BP-5698) V? XlgGli*-:/? ^XlCM^ 

^ty ^n-^-;i/m^KM1732, /\>(ZfV F-VKM1730(FERM BP-5697)#£jg-T£ V 
^XlgG2b^^^ v^icM-TS^y ^□-•^;vm^KM1730, 7\>f^U K-VKM173 
1 (FERM BP-5718)^M'r-5V^^IgG2a-l?--/^^^lCM-rS ; E7 ^n-^l/Jfitt 
KM1731. /\4zfV F-^KM1748(FERM BP-5699) S TV XlgGZhV? 9 v 

^UCJR-TS^ ^U— ^;bm#:KM1748, /W Zf U F~ VKM1750(FERM BP 

-5700) &£.m? igG2b-y- ^^icM-fs^y^n— J- ;i/#t;#KM1750fc 

±IBiB^©/W K-Vl^; *n — ^/l/ffiflc<Z>e>-£, KM1732. KM1748& 
J:OTll750tt. Flt-l{C^£t£#J?£'f££^l/T£>K ^Pfl«^I* fcli^^ 

[0 0 8 9] 

(5) ^;^n-t;i/»!S 

&^y;*#>*&3l (2,6,10,14-5=- h^^^;i/^>^7 i *>(Pristane)0.5»il 
K^IS^U 2 ii^MW-rS] Lfc8 ~10M^<Z> V? KV?;UC, 
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[0 0 9 0] 
[0 0 9 1] 

. IgG2a, IgG2b % IgG3. thtlt IgGl. IgG2. IgG3, IgG4#&tf £>*l£*\ # 
lCV?*IgGl. IgG2a. kMgG14r>f^tt, 4fttft#ttll!j&M|gtt (J^T. CDC 

tstt) fejctfmftft^ttjwifiawtstt (ar, ADcc^tt) u mm^omm 

[0 0 9 2] 

2. M&Z.ffi{b<Dftm^m (1) -Sit MEGF^flsFlt-1 t hMftOffll* 

m 

(l) 

scHfe «k t;cL$: =3 - F?zm&^t>m&&&ti&m®mfl&mftm'< * * - t?& y 

[0 0 9 3] 

tbffi<b<DCM®£VTi*. WX-lt. t h^H mX'i*C 7 1^C 7 4, hh^L 



3 2 
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ZlfctfT*^, £fc> cDNA£fflV^;i£%T*#£. l&^MJBfS^ * # - £ UT 

£ (D T? * M V ^ § Z. £ ft TS % Z> o 
[0 0 9 4] 

ffl7L&. PAGE107 [Cytotechnology, 3, 133 (1990)] , PAGE103 [J. Bioche 
m.,101, 1307 (1987)] , PHSG274 [Gene, 27, 223 (1984)] , pKCR [Proc. Nat 
1. Acad. Sci., USA., 78, 1527 (1981)] , pSGl/Sd2-4 [Cytotechnology, 4, 1 

73 (1990)] mw&vf e>ti^ 0 m%smmmftm'<9*-K.R^z>'7u=£-9-ii 

3H//\y-y--£LXit. SV40<D%}fflzfU : £-$-£3Lys\y-y'- [J. Biochem., 
101, 1307 (1987)] , ^U--'?V7.&lfa.mV4)l'*<DWK ^U^-^-H^y 
j\yy-— [Biochem. Biophys. Res. Comun. ,149 , 960 (1987)] , iSi.T$fl&>f 
VfV >H m<DZf [Cell, 41, 479 (1985)] tx.yj\y-^- [Cell, 
33 , 717 (1983)] *$ft$>\? e>tlS» 
[0 0 9 5] 

tbftR#»sii / <i'?-tt, tn.mm. l^m* jiic#£-r** 

tg(D&X**yT2±M<Dt hitffifcftmm'*? &-<Dl5tfft&l>^ [J- Immunol. 
Methods, 167, 271 (1994)] „ 
[0 0 9 6] 

(2) M h^©t&%Ota^©VHfei:t5VL$:=i- Ki-^>cDNA©^ 
t bg^0l|!|©M> mZ.lt. V^Xfiit: MEGF^gftFlt-l^ 7 *D — f 
^m&OVHfcitfVLfcn- K-T-5cDNAliJ^TC0<ke)lCUT5l#-1--5 o 

hVEGF^^Fit-i^y ^n-^-;i/^$:S^-r^>lfflllS, M*-fc£, x"?* 
hVEGF^#Flt-l#t#;jg£/W >fy K- V^«fc »J mRNASrttffi U cDNAS:^ 



ffifElf 2000-3057389 



11-17 17 0^ 

zii. ^vxmft<Dcmmm&3bzw-immm&&°?n--7£.LTm^ vh£=i 

ffi&^T-^&SVUiMSI;*.^;^ K_L©Blft£-t3m#©VH;}3 < i:tf 
VL©££^gg#J$:&3i£U &»ge#|«fc *J VH£<fc #VL<Z>:£y ^ >>B*BI#l«:*t£'rS 

o 

[0 0 9 7] 

(3) t hMz-t^trLikftm^? z-nmrn 

mmz (i) -en^Lfcfc hft^^M^^^-ofc hm#©cH^«fctJ t cLS: 

^^jft&fggiffi'^*--©^ hm#<DCHfe<fctKCLS:3- K"T SM^CDJi^lC 
S>b^D«)t hJ^^©l&#J<Dm^©VHfe<|:tfVL$:zi- <5>cDNA$: ^ D ^* 
•r^fc«)(DMIS^m©M^iB^JS:|g^T^^, 3©^D-^>^-l?--f Men hJ£* 
t\><Dm%KD&L<b<DVffit&Zzi- F-T<5>cDNA$:TfatC^&^fSDNA$:^LT#A-r 

Att, n h^©l*^(Z)m^(Z)V^©3'^<B!l©^»SBjai:ii h35t#<Z>c^£>5 
[0 0 9 8] 

(4) t: h£M(DMm<Dmik<D(m K#f©HJ£ 

£3«©ffitttt&j£iB« (CDR) ^e>^ot^S [>>-^>>>X- 

-f>X« 3rzf- U J UVi3)\z- (Sequences of Proteins of I mm 

unological Interest) , US Dept. Health and Human Services, 1991] „ h 

t#cdr T^jmmm (cdr sb#i) se*n<z>*a#<z>v M*ac©y^ y^ge^i i» 

->r>i/X- *zf- -fu^jz/X' >fA;n^;i/- >f>#i/xh (Sequ 
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ences of Proteins of Immunological Interest) , US Dept. Health and Human 
Services, 1991, J^T. r*/-4r>$/X- -fU^-^yX- *Zf- <i A / 

[0 0 9 9] 

(5) n hMCDR ®mifLft<nm®*^- Ftzcmkomm 

^©FR©T5;>>M2?!l£bT&, t: h jfi#S5fc©Wl!ctf>FR<D7 ^ 7 liJI"?* 
Protein Data Bank lCgli$ tlT Vn£ H hififttf) W££>FR©7 ^ J Wt 

^ftfc^S^tfMiib^,, Mlfet h^©Vf ^©FE07^ ;t 

mn fen - F-T &DNAB»»Ji: B »©t hi^©lfr^<z>m#m^©CDR©y$ / 
HftBH^tf&n— F-T 2>DNASB^rj$:^$i±T, VH, VL^n-?ti<Z)T ^ >> ^S2#I£ n 

L DNABJ#J £ ft S #> IC & , £DN ABB#I & */t--rS«fc3JC IC o V \ X <Z> 
£-/£DNA&^ffU *tl&fcMV^3KU^9— ^*>f > * UT^2/a> (Pol 
ymerase Chain Reaction ; J^T, PCRtm?) *tft>. PCRT?©^^^ 

jtu aw^t bMcvmmffifc<o&m<Dm®<DT $ smmm*^- f-tscdna 

fc^tfv^x^ F£Jfc#T£o £fc> #&lOO*SJ:y«;S^DNAS:fflv^T-fe>^ 
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[0 10 0] 

( 6 ) t: hmcvmmififa<DNmi&<DT $ j mmn^m 

®<Dttfo<Dt&mz&s<Xi&T IsX L & O Z\ ttfft^tlX [Bio/Technology, 
9, 266 (1991)] „ ^ZLT'H h#t#(Z>V M^©FRtf>7 ^ J g?SB#J<Z> 5 

mtKDM&izm&vT^zT $ jmmm, cdmr^/m^&t^s.^m^Lx 
^z>T$;m&m. ^^^^(D^mm^mmzm^-vx^^^m^t: 

* (Dtfcmz^-o xm*<Dt$,ftmmtf ! &mx*2b2> 0 

[0 10 1] 

) <&5i#-rs 0 

[0 10 2] 

^v-fv-^mvNfePCR^M^A^lcj; y^e>^i:^T^S 0 Attack*, 3fc^ 
^ SMm&Zn- K"f*-6DNA BE3flJ£^tf20~35^&^a^£>&&1z>x^M^ , 

^B2^J$:zi- Kt-&cDNA§r^tf^^X^ K£lt§?£ LT21£|5g©PCR£f?e> - 
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[0 10 3] 

(7) MCDR j&«0t#3fiJB'< * # - ©fltSi 

15132 (i)©t Mtmftfg^M^**-©* hm^©cH^cL&n- Ft& 

itfc^-<D±^lc, S5IB2 (5)fc<fctf2 (6)T?JR#Lfcfc hSCDR«teffi#©VH 
&tm&n- F-T 5cDNA£fflt A U t: hgCDR^ffiffittl&^i'*? # - *m$k^2> 
Zlh#T££o ^K-tf, t: hMCDR#fiim^<Z>VHS.t)fVL©T^ v>^Bi2#!£3- F 
-r&cDNA$:«^-r^fc«)©PCR©i^^C5 , ^Sfifcitfa' 3^©1§?J&DNA(D*3glCjg^ 

*^©±^ic^^^*-^^^-e^i-^>*e>ic#Ai-s^i:^T^s 0 

[0 10 4] 

(8) Mfcifi#<Z>^iiffi »33IfeJ:tF»ttW« 

* tamtam** fe«fc^i&fH2 (7) ©t:«cDR iMfim^^** 

-&£V%ti^4xe>©i&^?#-£C0S-7*Hfi& (ATCC CRL1651) lC#AbTHh 
ffc#L#©—J§'l£$S^ [Methods in Nucleic Acids Res., CRC Press, p. 283, 199 
1] £ffv\ ^<Z>^te»3£^3Zi:#T*££„ 

C0S-7«Bl|g^CD^^^^-©^A^i:bT^ DEAE- 7==¥^h^>^ [Metho 
ds in Nucleic Acids Res., CRC Press, p. 283, 1991] , U >J<:7 a: ? 3 [ 
Proc. Natl. Acad. Sci. USA, 84, 7413 (1987) ] £>*l£„ 

mftmwfem (elisa&) mc&vwfe-tz>z.t.-tfx*g& 0 

[0 10 5] 

(9) t Mb#t#©££ :7» »3ifcJ:i«Sttfffli 

I5IH2 (3) ©t h^^^^^ / <^3i-^«kt?B&iB2 (7) 0>t: FMCD 
[0 10 6] 
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g§¥2-257891 , Cytotechnology, 3, 133 (1990) ] %tLZ> B 

fcf, V>XSP2/0-Agl4Mflg (ATCC CRL1581) , ^"?XP3X63-Ag8.653 #fflfl& (ATCC 
CRL1580) , KnlUlTcSII^ (J^T> DHFR»^i:#i-) 

fcCHO Hflfig [Proc. Natl. Acad. Sci., 77, 4216 (1980) ] . ^ y hYB2/3HL.P2 
.G11.16Ag.20jffljBS (ATCC CRL1662, J^T, YB2/0 IBJBfclM-) ^&$>\f *>frZ> 0 
[0 10 7] 

^*#-0>#a^ thitmftit&mz£.m-tz>]&Mmmm*. #ng¥2-2578 

9HC||§^3*l,TV^:£&tCt£V\ G418££tfFCS £^tfRPMI1640igifelC J: »J jg#* 
©^Ss&iffCj: 'Jl^tSo &9t«£ltttt, #^¥2-25789HCg§^$tlT 

[0 10 8] 

S't^T^S [T^^tK^-TX (Antibodies) , A Laboratory Manual, Cold 
Spring Harbor Laboratory, Chapter 8, 1988 ; J^T. r T > ^ -f Xl £fE 

fc-fr^foCDfr^m*. 7$ V 7 ? V JIT ^ FfJim^m (SDS-PAGE) [Nature 
, 227, 680 (1970) ] ^ ? # > :/n y -r >f > (7>f^f-fX, Chapte 
r 12, 1988) ^T«t5„ 
[0 10 9] 

Flt-ilc^St: MtmttOJMfcMi: Ltd ##$Kc J: y f£gl£*i£ n hM 
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=**^#vft-e&£KM2532. KM2550lg, fc hMCDR#*t*L#T**SKM8550, KM8551 
, KM8552. KM8553, KM8554. KM8555^^felf e>tlS„ 
[0 110] 

tUH hM**5ffimz-D^TlZ. RM2532©H^oT^^DNAS:^ 

-r-5^J»mXLl-Blue MRF' /KM1732HA2 (FERM BP-6354) , KM2532(Z)U^ rT^M^DN 
A£^-r&;*;®®XLl-Blue MRF' /KM1732L2-1 (FERM BP-6352) , KM2550 (DYm*SM 
M^DNA^^-TS^SSXLl-Blue MRF* /KM1750H2-1 (FERM BP-6353) J3<fcTKM255 
0<7>L^-5r^M^DNA$:^-rS^:J®SXLl-Blue MRF' /KM1750L3-1 (FERM BP-6355) 

[0 111] 

ilLTtt. fc hMCDR#ffi#t#iCO^Ttt, KM8550. RM8551& <fctfKM855 

4©H«-5rSSflR«DNA&^'r6^:»fiDH5a/pHKlI1750HV0 (FERM BP-6719) , KM8 
552. KM8553fe J:tfKM8555©H^«r^M^D N A £*®^DH5 a /pHKM1750HV 

3 (FERM BP-6720) . KM8550& <k tfKH8552©U£ nJ^M^D N A ( 
FERM BP-6716) „ KM8551& J: KM8553©U£ »f gEM^ D N A ^^-TS^cM (FER 
M BP-6717) , KM8554feJ:r;KM8555©L^«r^igcDNA§:^-rS^:©ffi (FERM B 

P-6718) fjtZtf&Vf e>*l£. 

[0 112] 
3. (2) 
(1) JfittBTJiFab. Fab', F(ab' )0>f£§g#& 

gdfi^ MEGF^^Flt-lifitisCOFab, Fab' jfeSHttFCab* fc:^- 
2>Z.£K£*)ftm2-&. Fab. Fab' V%&F(ab' ) *W3kir Z> Z MPt 

y 4 -&&trmHmmm*:ffi.fr&t>i*:rfti<K «§gufc 
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Fab, Fab', F(*V )K'J 'J;i/7$ F^H^i (SDS-PAGE) [N 

ature, 227, 680 (1970) ] ^tfmx* y^Tu v"r4 > ?m (7>f*r-fX, C 
hapter 12, 1988) ^T*mfe-?Z> 0 

WlgLfeFab, Fab', F(ab' ) (DfcfaQ. Fab, Fab', F(ab* )0DVEGF{C^f 

&m.wm&<DWfei l mmi (4) izmm<Djimteifiz£vw%.-?z>z.£tfT*gz> 

[0 113] 

(2) ^fc MEGF^#Flt-l-#^m#<Df^#& 
B«IH2 (2) , 2 (5) ££#2 (6) K12«tf> M hSM<Dmm<DifCfo&Z> V^ 

ffi#.<DVm£mL$:zi- F-tZ>cmk*m% l frmmT*gZ> &(D-V$> tilt. V%^;&& 

PAGE107 [Cytotechnology, 3, 133 (1990)] , pAGE103 [J. Biochem. 
,101, 1307 (1987)] , pHSG274 [Gene, 27, 223(1984) ] , pKCR [Proc. Natl. 
Acad. Sci., USA.78, 1527 (1981)] , pSGl /3 d2-4 [Cytotechnology, 4, 173 ( 

1990)] -*m^M$^fcfe®g±i: lth ±mm 

i^^^-titit ^ft?ft<Dm±izmwte&<7)*mn?Zi&mtf$>z> a 
xmircftzmmmz-frmzi*:. *<v7^x*?M®izmm.z-&, &&wtm 

[0 1 14] 

mmztifrftmm^? *-iz, vH-p-vL&£WiVL-p-vH (Pit^^Ky 
a $ ti -*mm.famm < t? $ - * mm-? & z. n ■& t* # & . 
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— #<RJJt#&:3- F"f -ScDNAtt, VH£zi- F"T £cDNA£VL% n- F*f"<5cDNA£; 

^DNA^jg^Tig^-rs^ici: y>*-^^Ktt, * 

T% M;U£Pantoliano£>lC J; U^^ftfct,© [Biochemistry, 30, 10117 (1991) 
[0 115] 

(3)^t hVEGFg^Flt-l^^;!/^^ F££ftifi#<Z>f£g!#& 
cDNA&SV*tt£ hMCDR#*t$L<*:©VH^J:tJfVLS:3- F-TScDNACD^ai-e^KJDjg 

»5ii:^T'§5 0 T^y^«®>>^.^>r>^»^©MttB&IB2 (5) 
<Z)PCR £M^fc^M#A&CJ:»MTe> 3 
[0 116] 

#e>*lfc«VH;i3J:tft»VL£rr- Fi-&cDNA£^&^M^* * -IC#A 

*^-t?^s=b©"e$>4x«, vN^&£=fo©-e%M^<5^£:#"e£-£o Mx.tf. pa 

GE107 [Cytotechnology, 3, 133 (1990)] , pAGE103 [J. Biochem. ,101, 1307 
(1987)] „ pHSG274 [Gene, 27, 223 (1984)] , pKCR [Proc. Natl. Acad. Sci. 
, 78, 1527 (1981) ] „ pSGlj8d2-4 [Cytotechnology, 4, 173 (1990)] 
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tx-ifxfryj F&m<tififr1tMfomzft®2-&. *y t°=7 x^mmzmm^-^ 

[0 117] 

(4) &mffi<fr<Dmm&&zfm&mm 

mm (i) ~ (3) T-*iig£tifcm#mjm3i^#-. --^iimtt^^* 

#L hn/Kl^-^a^ [#H§¥2-257891, Cytotechno 

logy, 3, 133 (1990)] ^©#&IC J; y ^3£«IIIS^#A*rS d £K<fc y , gift© 

(4) {cia«©^^{cj:yflt^-rs^i:^T^^o 

[0 118] 

£vmm?z>zntfiT*z. tk^T*&m#u~?by^7>( -$>2>\,H*>ffrmm*:m 
fc«3istiS3&&«, *<DMM\zm.^L&*s=iv>7*:is-7L. v&tt-mm\z&*)m&~? 

&m?u^ y 7=7-7 * -&z>wz?j\smm$:mft-tz>z.iiiz& vmmr&z. 

[0 119] 
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*£M-£Lfctf>tK 8H£&;£-r 5*31^ [refolding gift; Molecula 

r Immunology, 32, 249 (1995)] \Z&*) V7.)\s~7 4 Klg'&fcJgjafcSltfcft, *llR 

tt>r*;i/ 5 jg tc £ y 44 £ « ? s s? ;i/ 7 j F&feltffift £ mm t z> z. £ ifi z> 

. VT.fryj F&feitffiftvmmmmi (4) izmm<Djj&mz£vwfe-tz> 

[0 12 0] 

4. ti&m&afmjjm 

mfttmmW&ZZit^mzM&Zlit-M&ffimt. m^lt^Cm [Anticancer 
Research, 11, 2003 (1991) ; NatureMedicine, 3, 350 (1996 

gait ^«^X^65(:^$*t^#:H Mi«ii [Proceeding of 
National Academy of Science USA, 93, 974 (1996); Proceeding of National A 
cademy of Science USA, 93, 7826 (1996)] gB«£>;fr&lC^o Z\ 
T?3*<5. ^^MiU^ftffi5i:^$tfc^^lt M^tf^iK [Sc 
ience,261, 212 (1993) ] C«CD^j£tCf£o Tf£§g-fS Z\ #t#£ 
tt»ttraffi^**fll^»JC^a*fc*g^tnii*tt. [Antibody Immun 

oconjugates and Radiopharmaceuticals, 3, 60 (1990); Anticancer Research, 
11, 2003 (1991)] mM(Dlimz'&^Tttm-?Z>Z-£tfT°%Z> 0 
[0 12 1] 

h#>f>, h*$/>, , fi^©ISIffl<fc^S:«R»«««iatc^«lS* 

5. f « • D 7 7 ~ S^ICMM 
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mtLT&. Mz.it. &&m<Dmm%>5>^\tm.m.\z&te~?z>\z megf^#fu- 

[0 12 2] 

ffits^tits, mytmfom, ftimmmtkm (elisa) , MM&mm.mm. 

t~mm&&Wfcm. F^f>y ^-elisa [#?n->ifi#:||^-a.7;i/ (gg 

ittt-fx>f^7^^, 1987^) % m&itmmmmms &&3H£mm&m 

(jftjffCfc^A. 1986*f) ] fcif&fflv** Zl fc#T*££. 
[0 12 3] 

^^6Jll#:^ti. iSCtfi [Monoclonal Antibodies: Principles and practice, Th 
ird edition (Academic Press, 1996), □ - ytn.i^Mm^ — ^TJl' (iiM*± 

-y--f:r>^ v 1987) ] ^Kig3^£;ft;k;£&£^Tf?e>:ii:#T'££ 
-^;i/£t#£jK/S£-t*\ $ *>K7;v>ruz/y • ^ v=f-**/y%— v (fitc) 

[0124] 

^jsameifeftiss, ^^ig^^^ifcD^MSSffc^-fe^ (abc&, csm*g 

) te> JCUR [Monoclonal Antibodies: Principles and practice, Third editio 
n (Academic Press, 1996), #^7 □ - yffifamgk^ — ^TJV (ift^-fX>r 

o-f^, 1987) ] ^izmmtanttmzm^Tft^z. 

ft&mmffifom (elisa) #gtbfc, mM&zwt^&m&ms mmnbz 
wz*<dw&wl. mmmm±m. mm. m*. mm&ziz, msmx-fem 
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[0 12 5] 

WLtt&®&Un&&ififtm (RIA) Mlfi*>SVMi*©ttfls«, 

jfi«*svui-e©«#ia[. «Hfls^#±^, mm. m*. m*. mm^^i^ 

[0 12 6] 

FITC) J&£©«3fe4Mt, ^Ul/^i/^-if, if life Lfcffi 

[0 12 7] 

fc, ADCC, CDC^^m^CD^^^^^-tSffi^^LTVEGF^^Flt-l^ 
[0 12 8] 
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[0 12 9] 

[0 13 0] 
[0131] 

Mtt^^^-jig. 7kmitmffi&fc&jjnstfyMm<Dmi£$:m^TMmztiz> 0 

[0 13 2] 
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[0 13 3] 

thvEGF©Fit-i^©>g^fciH«F'r*. -rfcfrt., Fit-iaay >mit 
» mra-ffc * & if #^ • v 9 u 7 r - v <dw® £ # e> 

[0 13 4] 

&ZW%.? JCWt [Blood, 87, 3336 (1996)] fH^tf^SS^lC^oTfi 1 ? 
*^^ttmFlt-im^©Flt-ltcMbT^?Stt?:^-r^>^KS:«V%^ 3 H £ 

[0 13 5] 
[0 13 6] 

mMMi hFit-i^y ?n — *-;i/£t#©t: h^i&Wlc*f-rs,KjSft 

H h^tCM-r^Stfc hFlt-l^ y * n--t-;i/m{*KM1730 (W098/22616) <Z>£ 
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/Stt & MftUftm'&m * m ^ x <D^mjzm Otitis l & . 

#£#ltU SlCDllbjfifl^ mCDllc^#fc£tfMCD97jfi#: [Leukocyte Typing V 
I: Kishimoto et al., Garland Publishing (1 9 9 7) ] fit |g L 

[0 13 7] 

CDllb, CDllc^J;ytCD97l± % JMJtlC$!3l LT [Leukocyte Typing VI: K 
ishimoto et al., Garland Publishing (1 9 9 7) ] 0 
Jtifc [The Journal of Immunology, 147, 2251 (1991)] fH^©Ficol 1/Paquegg 

^HrfrfclSIlKLfco gt#^®#£PBS (137 mM NaClfcJ: #2.7 mM KCl£^tf9. 

Gmxvymmmm PH7.4) o.i%v>sT)i-7$y (j^t> BSA^sa-re 

: *stf~?ttm) £^&PBS (J^T> O.UBSA-PBSiisB-tS) lC#jgffc£i±£ 0 
«3X10 6 ^$:12X75mm^^X5 1 rL-^ (^5g^±SS) 1C 0 . 1%BSA-PBS 300^1 
KMMlsTft&l,. FITC (Fluorescein Isothiocyanate) ^^ta;CD97Jn:^ (77 
-^>^x>*±g!) . PE (Phycoerythrin) ^§$£tCDllc#ttic (/<y#V> • 
;i/#-*±Sf) , ^^>^^CDllbm^ (s<vWy • 3-,N/#-*±§g) (DM 

•tirfeu >£/S^> ^>#&ILfctf>t>tCgfc*§*U 300a 1 ©0.1%BSA-PBSIC#^U 50 
m^iffilsfcX h U-7bT¥P>-kPC (/<? y 3f >y>ttg() 10/* 

, ^T*15#fSjK/£2-t»:fc 0 »4>#!fcUfc©^fc:8fcJ*U 7D-f>f h 

(Epics Elite : a-/l/*-tt«) *M ^Tfl¥#f Lfc. ^©jjgJUS:® 1 

[0 13 8] 

>f- h fcSBf) , ##£tftCDllbtfi#, mCDllc^, £iCD97*n;# t 
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TV^CDllb, CDllcJ3i:tfCD97 [Leukocyte Typing VI: Kishimoto et al., Gar 
land Publishing (1 9 9 7)] #£T£fS b£ Z. H ^HJfeM'eM ^fctf- 

[0 13 9] 

CD34&. «#«BllS^B^L,T^^>V-*-i:LT^ie>tl'rv>& [Leukocyte 
Typing VI: Kishimoto et al., Garland Publishing (1 9 9 7)] „ 

ffiFit-i^ey tru-^-Kffift, ffiCD34|fi#i:<BfiJ£ttK:-3V*-CHu #^«3xio 

6 M£12X75mm#^*^;x-^ (S«Jg^tt») fCO. 1%BSA-PBS SOO/tltCSftb 
T#&U hFlt-1^7 ?O-^;i/ifi#KM1730 lmg/ml £lO/t 1 in*., 

l?15#llRjS£ii:fco ££5^ S^iLfcO^^l, 300/i 1 (D0.1%BSA-PBS 

ic#;tu sofgmwvfcPEmmvirm^yxigG (#n&m) lo^iin^ 

l?15^HlS$-&feo Kfo%k, a^ilfcC&^b, 300/t 1 <D0.1%BSA-PBS 
IC#J£U PC5 (PE-Cy5tf)lll& ; PE : Phycoerythr in, Cy5 : MWd bfc#tCD34 

m'b$-Mlsr~<D%m&L. h*-Z~ (Epics El it 

e: n-;i/#-*±tg) £ffiV>T«?#r £*Tofco 
[0 14 0] 

04 £J:tf®5lC. 4*- h L©U V-rttffc .fctfY- hM©#«lC*ff SKM1730 
fc<fcTOCD34m#©^^'t£$: : etl^tl^Lfc 0 0*, 1 «CD34|SttFlt-li^ 

te*Wj®> ««2ttCD34»ttFlt-lBttjfillilS, ««3W:CD34|£H£Flt-l|gtt*«J|B, M 
^4 ttCD34^Flt-l|^'f4||HJ^S:^tl j rtl^-ro U >A$Co V>T liM^ 3 (Dint 

©JCjtfU #3ttCoV\T(iM^4 ©mCD 3 4m^{C^fSL*:VN^mF 1 t- 
l*lt#^fiiiS*r45l»J»^84.9Xa:^#«S:d5«)fc. t£oT, ««tf>#-£Flt-im 

[0141] 
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mm umi t-i*e j * □ - <fc t>mcD97m^ t ©^js^ & j^t© * e> 

tlt^lfc. #^3X10 6 M?:12X75mm^^x^^-^ {CO. 
1%BSA-PBS 300/iltC»*LT#S:U lmg/ml^t: hFlt-1* y * n -± Jlffim* 
1730 £ 10 „ 1 flu*, il^T*15#|SI;K/&3i*fc o ^^bfeCD^^L 
, 300* 1(Z)0.1%BSA-PBS{C^U 50^^ b^PE^Y^V »7 * IgG (^rz 
*±SO 10m iatJ*.. ^T'15^^/S$itfe o M^iLfe©^^^ 
, 300a l©0.1%BSA-PBS(C#aSU FITC^LfcJfiCD97^ 

t>Sfc#U 7n-iJ->f h^-^f- (Epics Elite : n — ;i/ # - frjg) £Jg^T8¥ 
[0 14 2] 

hM©^{C*fi-^^Flt-l^ y *n-^;i/£t#KM1730 (W098/2261 
6) , *n;CD9 7^©^ft$:gbfe 0 ftC«2 ttifiFlt-liftttfc J:^CD97^^ 
^tc J 5/S^s*fll&&;^LT^S;&\ ss^^*^©^ 3£oT. CD 

mmmz it hFit-i^y ^n-^m^t: vm&m>mmm&&T*&it^ 

£#St|g$*ifc©T% ^©^Mfc^Pglcfe^^^Flt-i^cDH^ttSr^-r^ 
tC*f-r^>mt hFlt-l^ey ^n-^-;i/^KM1730 (W098/22616) ©^JC5^§:^ 
[0 14 3] 

M#£#iiU I^il?S^lfflJ^^(Z)M^£;^^^#^$tlTV^^mCD3 4m^ [Leukoc 
yte Typing VI: Kishimoto et al., Garland Publishing (1 9 9 7)] , 

<nKm&*m&2tlT^2>mV97m& [Leukocyte Typing VI: Kishimoto et al 
Garland Publishing (1 9 9 7)] , JjtFlt-ljfitfi; (DBH&^&LTK^ # 

mizm^mmisfco 
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[0 14 4] 

ZfcjtK [Blood,90, 4363 (1997)] fB«(Z)Ficol l/Paque^^IB^I>^tC^V%, 

PBST'gfc^, 0.1%BSA-PBS{C#^b^-&fco 1WS3X 10 6 M£12X 75imi#^ 
zi-y (S^^tfcJ?) iC0.1%BSA-PBS 300/iliCMLT^L, lmg/mlUtFlt 
-1^7 ?U-: ^;i/*t^KM1730S:10/t 1 fln*., ^iS-ei5#[^KjCS;£i*£ 0 
[0 14 5] 

£f£^, M4>#gtLfctf>*>&*£U 300/tt 1 ©0.1%BSA-PBSIC?^U 5 0>fglC 

£-frfc 0 Sf&^ SvCN^f||LfeG)t,gfe^b. 300/t 1 £>0.1%BSA-PBSlC#itU PC 
5®^mCD34m# (?^>UII : s<yW> • n-;i/#-*±Sg) 33 J: FITC^ii L 
fc*n;CD97j5t<fr (7 r - ^ >f±5£) <Z)J§C?£S:#10/* lflnx., ^^15^^ 

fS^-frfco SkMRflsK:J:»;iJls*£U 7D- 9">fh;*-#- (Epics El it 

[0 14 6] 

LTf^LfcU yrt&WftlZ?- h&frtt, ^CD3 4 m^fe<kTOCD9 7$ift©S 
fSft Z&M L/ fe*^ £ S 8 L fco L ©B^liil^ttT-A - &CD34 
B§JttT?&»K fro, #«"v--^--e$>SCD97|^ttl?fe-g>^lflSfr99.4% («S 3 ) 

i:B:£A/ifT*&ofco ife^ifflBS<D-g-^ti^cD34i^'t4«t^ 0.2% immi) 

£ K{g v 7? -g- £ ft Z> fr , m*fflfl&^ tc tt*iCD97m^ « « ^ if b & fr 
[0 14 7] 

LT?^bfeU >A^®^-C>!f- hfcfrtf, mCD3 4m^> tnLFlt-ltrt^:©^ 
ttJ^t fctS* &IU9 iC^Lfeo L ©W^ttJfitttttlWISv - * - T*& €>CD34^ 
ttT?&*J* fro, Flt-l|^ttT*S>-SaHSSfr98.6% (M^c 3 ) fr» £ A,£T*& o 
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[0 14 8] 

4m#, mcD97m^ ^^-m^h(DRm^^r\zm^^m\z^mmi,t=. 

o 

[0 14 9] 

E8T'5tLfcmcD34mtticH*su mmmmzKmh*^MM$km mmi 

) ZJCffi [Blood,93, 2525(1999)] fB«tf>#&K*j£ V% V -<> «fc *J @jR 

EURbfeCD34^Sliilg$:30%FCS (Hyclone^) a -MEMJgJfe (ICN 

Biochemicalsftjg) iClligU 1 X 10%fl&/ 2 m 1 /6-?:3:;i^ U- h tC&£ J: 
e>lCinx., ££>lCIL-3 C^^g^200U/ml : Proceeding of National Academy of S 
cinece USA.92, 2859 (1995)] , IL-6 [j^^OOU/ml : Blood, 91, 187 (1998) 
] , M-CSF mmmiOOng/mU Blood,92, 118 (1998)] , GM-CSF [ftftfi^Oiig/a 
1 : Proceeding of National Academy of Scinece USA,92 , 2859 (1995)] , Flt- 
3U^>K (^SlOOng/ml: R&D*±g[) fcSstftlU 37X1. CO^ y * x.s<- $ - 

[0 15 0] 

tgm&MMZmfrL. PBST^fL 0.lXBSA-PBSJC»»-ffcS-&fe o HfJfcLfciffl 
flg3X10 6 ^$rl2X75mm^^x^3.-^ (^«Sg^*fc») ICO. 1%BSA-PBS 300 /* 1 

ic^gi,T:$H£U lmg/mimFit-i^y ^n-^^m^KMmo^iO/t I**., ^ 

^T*15^ra^/S$-B:fe 0 SJCS«, 300^ 1 ©0. 1«BSA-P 

BStC#*U 5 0#lC#^LfcPE«»-Y^fitv^^ I gG (#3*±3g) 10 /el* 

# 1 ©0.1 
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%BSA-PBS£»jffiU PC5«»Lfe#i:CD34*t# (*^;UII : Kyt~?y • 

-») £J:tmTC«»Lfc&CD97*t# C7T-S>5?x>tt») ©M^^lOit 

-fh*-#- (Epics Elite : n-;i/#-*±§g) £Jg^-C8?#f fc. -£0*5 

[0 15 1] 

01 Ol±CD34|gffiM£±i£<Z>-9->r h#-f > £j&n;U£# LfcMlCo ^T, IS 

o 

01 0(DMlZtf-h*tm. mCD3 4m#fcJ:tKtaCD9 7 £t#(Z>HJ&tt&^tif 

2^ «V-*--efeSCD97|^<|4T^^|fflJ^^84.6% (fg«4) tf&t/u 
ifT'feU, CD34©4£©jfa?gffc[fflfl&J: »J CD97R^©##/\©#fl;#flia;* *lfc„ 
[0 15 2] 

MT^bfc#W^lC/f- mCD3 4m#, ^Flt-l^tt^/SteS: 

*if i t-im##3t < ri& -r s *mb& i: #tFi t-m^m < k& •* z> mmm ic#*>>*i 

[0 15 3] 

jBA±©*t**^ mv\t-mmtn hffi^&L<Dcv34M&<z>skmnMmzi$jxi& 

it-ift##8K£JS^3*WJ» 

[0 15 4] 
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I«I^5l0^J|&Mi (FCS: JRH Biosciences^) % 4 0 *g/ml*,hv^ J/ 

y (wmmMttm) $:^^rpmii64o^ (B*mm*±m) (^tio%fcs-rpmh64 

CS-RPMI1640^« 5 $:5O B .l^x.4rT— WWlfc^-i, «£®i»225c,» 2 ) *c 

S7TJ, C0 2 >f>* a ,<-*-K: T 2Bm*#U ** 

S£50 9aMftfcXlCft<*fffc2Btt0Xl&. ^u- MC0.2%EDTA 

-Na, 5XFCS&*trPBS&5 ■iau^afi 7f 20^W-f>^ a y<-|. U tf^yhft« 
V*T*»LfcJ**fclllJRLfc. ^SrHiiR^ 10%FCS-RPMI1640^ { CT3|@Igfe^ 
U 0.5%FCS-RPMI1640^$;^AlX10 6 M/ml{c#^$- & fe o 
[0 15 5] 

Neuro Probe 48-well microchemotaxis Chamber (NeuroProbeftfg) ODTMfCO 
.5%FCS-EPMI**«:25a 1 tMBLfc. a e> L fe fc Ufi**VEGF 

[Japanese Journal of Cancer Research,88, 867 (1997)] *mmmO^ 4 % 1 

2«g/-iK:&*j:e>K:*aru -gP©TMtc«mt: hFlt-l^y ^n-^«#D 
1 7 3 2^811 A«/»lJca:45J:^K:»aDLfc D JMa&fe4B»5tt*JC®»tt 
a>MJ-*fcLTttfMLP (N-Formyl-Met-Leu-Phe : ^ V *t§SD 5nMfcfl^T 
MtC^iDL^ 0 T*©JHC:7-r/I/*- (S^m-pore size PVP(-) polycarbonate 
filter:Neuro Probeftl) $ & ^ ;V* -(5D±MtC 

, o.5xres-Rraii64o»iii*T.ixio 6 «/-iK:#ata*fet hMfcso* 

feo 37TC. C0 2 >f>^ J .^-^_ T 2^^^^ ZUKZ-Zmtols. ±M J: U 

T*c»*Lfc«iiifcDi ff-Quik cmmm.mnm) x-m&vt^ mm™ 

[0 15 6] 

01 3c7)«fc^ { cVEGF#»{ C it^ BH4rr>hn-;bfMLP SnMttt: h**® 
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3fij£»«:2.&»K:{B3iUfc. VEGF4ng/mlT*ttt h#«©56^li{EjtS tl&fro 

VEGF12ng/ml-eii5i^-r5#«©fJC*U. 7 8 f&lCif 3n bfc VEGF12ng/nlgs 
Hamzmt hFlt-l^^ ^D-^^fit#KII1732fc»iD-r61:#*©3ac*«ttVEGF 

^^©©Ri-eiafFsnfe oi.4Xiaw) . 

[0 15 7] 

JglLL© VEGFICJ: D{£ii£*l£t: h#^©^». ffit: FFlt-l^y 

? a i: »; ^£ic IMS tis z: i: £ £ o fc„ 

[0 15 8] 

##091 

1. #ifc: hVEGF^^^Flt-l v^/^t; K*"*cDNA©JMI 

(1) #tfc FVEGF^#Flt-l *W7.=ZJ 9U—f'J\'ffLfc£.W > >'(zfV K— *7 

>f ^trhD^i^MOmRNAttai^^ h-C'fe-SFast Track £JSW 3f V F K» 

732fc<fctfKM1750£jgA>f :/U F-V (**l^*lFERli BP-5698. FERM BP-5700) 
<D& 1 xi0 8 HBBg<k l J> -^4x^ti«iRNAS:m#bfcc 
[0 15 9] 

(2) #tfc hVEGF^^fltfit-i *7 >? ; ^ n - t;«4SA>f ^" 'J F-v 

©«fi£ J: tf «£cDNA^ -f ^ U - ©#§g 

##$J1©1 (1) T?#fcbfcKK1732fcJ:tmi750©Bm©«-5*i« cDN 
A Synthesis Kit (77^i/7 /t>f tt») Srfflvv htC*f5f©ffi 
/Sl£f$!*lCt£oT, HigJCEcoR I -NotI T#^*-£^* cDNA £** 1 '-£* v ^* 
Lfeo f^»bfc**l^n©cDNA©*&6/ig &10j*l©*B*K:»#tk y#a-X 

^1.5kb©cDNAWT^fc^ <«T, L|ftfc*«**> C»*i-*»1.0kb©cDNA|»f 
#&*ft^*l»Oa*g|gjRUfc. *4x-etl©»&1.5kb<Z>cDNAWr^r0.lMgfe 
<fc^l.0kb(OcDNA^Tn0.1/*gi:, Lanbda ZAPII Vector (Lanbda ZAPII Vector 
&EcoR I ~£tyffi%k. Calf Intestine Alkaline Phosphataset'^Sbfet)© : * 
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h?**?->tt9t) <Dl/igZT4 ligase&ftrtt (S«3t*t«) 11.5^1 IC^jKL 
, T4 DNA ligase (^jBJittS) l75m&^M^.X. 121C lCT24B£fS-f 
-M, S e»Kl^SK:T2«r|ffl>f ^^a^- hUfc. *4x-eil©£j£?ft© ? *>4# 
1&S& (=El/^7- -^D-^>^* ^2JR) lCt£vv Gigapack Gold Packa 

ging Kit (T.V^ZV-yftM) &1&misT9J*#'7y-&K.rtv!r-Vyy 

U itl&fe#tS (tl/^?--^-^^ fg2J&) Kt£oT> Gigapack 
Gold Packaging Kit (X h ^ # £?- >t±iD lC#Jg©^:J©S^XLl-Blue [Biote 
chniques,5, 376 (1987) ] tC$g^$-frT. KM173235 <fc tKKM1750©H^cDNA^>f -f 
*? U - £ UUcDNA^ -f ^7'J-i:L/ T -5" tl-rtl*&4X 10 3 {@<Z> 77-i??D- 

[0 16 0] 

(3) iSt hVEGF^^^Fit-iv^x^y ? n — *-;Hft#££/\>f zfV F-v 
©H^fcitfU^fcn- K-r^cDNA©^ n-— >^ 

(2) T^^Lfe^tl^tl©7T-^$:S^ (^U^fa7-' ^ 

h n-fe;i/n — X"7 -f ;i/# — Scflg^TECL direct nucleic acid labeling and det 
ection systems (7Vj/^Atl?) iC^tf <Z>^JSlBt9!SlCt£VK 7>?^M^n 

>ry ><5d£#m*£ («t> cM^ii^sa-r-s) *n-\?-tz>cmk [h iii7 7xc 

TlcDNA©»T^r [Cell, 18, 559 (1979)] , iMit^rO^C kcDNA©»t^ [Cell, 
22, 197 (1980)] Z7u-7£VX*ft£&<&&l,t=.Z7T-¥9U-ls$:mm 
bfco Lambda ZAPII Vector Uh7^^->tti) IC^faGD^fflM* 

IC*£W 77-^ n->£:/^;*^ FpBluescri P tSK(-)lC^mU «#llfttCKM 
1732tf)Hii£:2- K-TScDNA^-g-tf^Ay^X^ FKM1732HA2£<k tKKM1732©L 
\?-tZ>cDM*<£tiMm%--y^*$ KKM1732L2-1, KM1750(E>H$|$: 3 — F 
•T^cDNA-g-MglX.^^^^ FKM1750H2-l£ e t:tfKM1750tf>U^£=l- F*f ScDNA 
Z'Stim&X.-??*^ FKM1750L3-l£Ifc#Lfco 1IA7°7X$ FKM1732HA2& 
^-TS^JMXLl-Blue MRF /KM1732HA2 % jjfiilx.^^ FKM1732L2-1 $r^"T S 
^JKSXLl-Blue MRF' /KM1732L2-1, IfiiM.^;*^ F1750H2-1 fc^^T £*fl§SXL 
1-Blue MRF'/KM1750H2-l^<ttKMSIX.^^X5 FKM1750L3-l£^i-£;*;j^mXLl- 
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Blue MRFVKM1750L3-l*J£"r«:*»ffi*M*. *n-?*lFERM BP-6354. FERM BP-63 
52. FERM BP-6353. FERM BP-6355£ bT. ¥f£ 1 0 4£ 5 J| 1 4 B#WtIIM 

m^ji^jimnmm^m (B«iso<imiTgif3t) icwrs 

[0161] 

(4) fiifc MEGF^frFlt-1 T^Z^; ^n-t;«©H ^fc<fctfL ^£ 
3- Ki-£cDNA©"6r^M*gc©&*B2#I©&5£ 

#tii©i (3) T?#e>tifc##tfc hvEGF^^Fit-i v^^^y^n-^- 

;i/tft^©H ^;i3<fctfUl£=i- K"f ^cDNA©"^^ (J^T. VM^i:^fBfe) 
©i&«S2#J£> «e>tlfe^^^^ F©0.1/*g $rfl|VNTBigDye Terminator Cycle 

Sequencing Ready Reaction Kit (7^7>f F /W :*-^*"rAX*±g{) IC^ 
«©SlW#K:«oTfiJi5ft, ABI PRISM™377 (7^7>f F /1>f *-*/*^AX*t 

m) jc<fc*;«^e*s&u stjtbfc. »^bfe**i^*i©cDNA©ia*ffl?aj:»j. km 

1732fcJ:imi750©H«©Vffi« (£AT, VH fe«ktfUR©V«« (^T 

, vhtrnm-tz) <dt $ jwmmz&feisfc. mmtt 1 jckmi732©vh. bb#j# 

2 KKM1732©Vb gg^J#^ 3 lCKM1750©Vfi\ gB^!l##4 lCKM1750©VL©^tl^ 
*1©&SS2#J£. B2#i#-^82lCKM1732©Vn\ ge^J#-^83{CKM1732©VL, SB#J## 
841CKM1750©VH, ge^r|#-^85tCKM1750©VL©^tl j etl©T ^ 7 ^iB^J$:^i"c 
[0 16 2] 

( 5 )it hVEGF^^Fit-iv^^^y *n — f-)v^(Dm^^Lm<Dcm 
ftilOl (4) MEGF^#Flt-iv?x^/*n-:*- 

)\,ttft<Dvm&WL<D7$;mwm& y, **ien©vH£j:mL©cDRSB#i£j& 

6£J:tf 71CKM1732©VH©CDR1. CDR2& £tfCDR3. g2#l#-^ 8 , 9fcJ:tflO 
lCKM1732©VL©CDRb CDR2£ J: tfCDR3. gg#I## 1 1> 1 2fc<fctf 1 3 ICKM1750 
©VH©CDR1. CDR2*5<ktfCDR3. ffi^H, 15^1 6 ICKM1750©VL©CD 
Rl, CDR2fe<fctKCDR3©^^^tl©T^ y^SB^J^^i"= 
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2. jftli MEGF£g#Flt-l k hS3f* 9tft#®§¥3£ 
H hVEGF^^Flt-liC*f-t-5*fa?S'|4$:*"r^mt hVEGF^^Flt-lV^^ 
^n-^-;i/^KM1732fe«fc^KM1750{Cfi^^-.5, ffit: hVEGFg2g#Flt-l 

hi=Sr^ ^^KM2532fe0;^KM2550$:J^T© J: e> IC l/TSSJSLfe. 
[0 16 3] 

(1) it hVEGFS«#Flt-lfc hM**9tri:#©«^**-pKANTEX1732© 

mm 

W097/10354{CfB«©H MttfjtfMS^ffi* ^ArtiZ y h # -pKANTEX93fc 
<fctf###ll (DUMT-mbtltcZf^T.^ KKM1732HA2feJ:tfKM1732L2-lSfflV%T 
mt: hVEGFg&ttFlt-lli hM**^#<D#g^?#-pKANTEX1732£j^T0>J: 

[0 16 4] 

KpBluescript SK(-) U i/->tt|?) (Z>3 #g£lOaiM h V 

mm (PH7.5) , 10mM&ftV?'*^AfcJ:tflmM DTTfr 10 ft 1 

. ^MJ&?££3:# J-JbtkMls. 50mMhU^-^ffi? (PH7.5) , lOOmM i&fci- V V 
10nM^bT^^i/^A. ImM DTT , lOOittg/ml BSAfe «fc 0.01% h^^h 

z/x-iQOfrbte&MmmodUzto*.. 35tcio#tto«n»*sRNoti (^*@mt$g) 

$:*D^.T37TCT*l^^lSSii:feo ^KJGS^Ttfn -X^«^<S&lCT#M 
U *&2.95kb(DApaI-NotI»T>t$:^l2AglSlJRUfco 7jMC, ^ FKM1732HA20) 

5#g£20mMh U ^-Mf^E (PH7.9) „ lOmMg^x'?'* 50MmH^;*j V ^ A, 

ImM DTT& i^lOO/tg/ml^jfil^f T JV? $ > (J£*T> BSA ^fB^S) 7^£fc£ig 

xtts) &»A.T37ici?ii*M i R«a*fe. tHM$:x^;-;i/tii:et, 50mM 

h'J^-Si (PH7.5) , lOOmM Mth'J-?A, 1 OmM&'ffc V ^ * ^ A , ImM DT 
T. 100/tg/ml BSAfcitfO.Olft h ^-f h >X-100^P> &£ig*?&10 /* Hcjn^., 
tC10#&©«!llS»3gNotI (SSlttS) 5:^fllAT37 , TC"??lNF^^lS$^:feo MR 
faWL*TlSU-*>f)\;m$mm\ZTftmh. ^0.41kb<2NlaIV-NotIBr#£j&0.5 
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J&b (WrJ - • 7-V J D i/-t±Wl) . &-£;&DNA©0.3/ig-f o£l5jct 1©$£S 
65TCT?5^RIiD»bfc. £jRj£«&£SK:T30#ia#«l,fc«, l<tfg 
[500»M h U (PH7.6) , lOOmM tft"7^^^f^> 50mM mi]2(i\ 

£10nM ATP 2/il £SD;l. JglClOJp.&(DT4 polynucleotide kinase (^?@)g%t^ 
) £iDxT37T;T*30#IS£J&£-fr, 5'5fc»S:y >K-fbbfe. 
[0 16 5] 

iffi-e^^tlfey^^^ FpBluescript SK(-) fi&CDApal-NotlErtfO.l /xg £ 
KKM1732BA2ft3fc©NlaIV-NotI$T#0.1/ig£: V >gHfc-&-f&DNA0.05*ig£ 
^»10Atl©^S*^inx, DNA ligation Kit Ver.2 (STMftSS) £^T^ 

KpBS1732H£#£: 0 
[0 16 6] 

#UC W097/10354JCfH«(D^ s vX^ FphKM1259LV0tf)3/ig£50mM h U 7.-^8. ( 
PH7.5) , lOOmM Sftth'J^A, lOmMi&ffcV^* S/tf A, 1»M DTT;fc«i:tflOOAg 
/ml BSA^^J&S^S^lOyttUCin^, HK110#fi©«!llS*3REcoRI 

) &&zffflmwmspu (%mm±m) zMz-xxnzxmmBLj&z^&o mfcfc 

£ T # □ - * tf)\snmM.M IC X ftW b . ffi2 . 95kb©EcoRI-S P l I^lr^/ig 
©iRbfeo #UC> >^X^ KKM1732L2-KD5^gS:10mMh 'JX-M (pH7.5) , 10 
OmM 1«M DTO^&JlfcStttftflO/ilKlfll*., ^{C10#^(D®im 

MtMboII (3H#$6i**±tg) S:iD^.*r37TC-eil*ISISI»S*fe. 
-;i/£fcjgb, 50m*hVX-m8L (PH7.5) , 100-M ^fc^" h U ^ A, 10nMl&{fcV^ 
*£/?A. IbM DTT^&3SfeS««»[10AliCiD^., MlC10^©«^EcoRI(^ 
fgjttt^) £ft*T37T:-eiB3FlBLRj£31£fc. IM&T^D-^^vS^ 
»lCT#®b, ^0.38kb(DMboII-EcoRI||T>i $:^J0.5itigIlIlRbfe o #UC, g2#J# 
fl9, 2 OJC8B«©«3SBB^f€:^"r«^DNAS:^b (tfP-^-f - • 7-9 J 

%kLt~ B t£KmmzisLmzx3oftmmw.vt=.%i. lommwmisow&hvx-mm 

( P B7.6) , 100-M 50mM DTT] 2 /i 1 lOnM ATP 2^1^*0^^ 
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W.iZ10m^L(DTA polynucleotide kinase (^T@}g*±§g) TfSO^RIjR 
[0 16 7] 

±SB"e#e>tlfc^^^^ KphKM1259LV0fi5fe(DEcoRI-SplI»T^-0.lAg . 
^ KKM1732L2-1 |fi3fc(Z>MboI I-EcoRI 0 . 1 n gfc <fc U > ^ft-g-f&DNAO . 05 g £ 
^4lO/Etl(Z)M®*iCiin^. DNA ligation Kit Ver.2 (^MfettM) £JB^T& 

KpBS1732L£#fc 0 
[0 16 8] 

#CtC, t h^fb*tf*:5g^M^^^-pKANTEX93©3/tg^l0inIlhy^-JS^ (pH7.5 
) . 10mM&ffcV***S/?AfcJ:tfliiiM DTTjb^&Sjgft^lO/* 1 iCftl*., J51C10 

J -Jbtfc^U 50mMhU^-i^^ (pH7.5) , lOOmM %Lifr^ V U 9 A, 10mM 
JfrftV^frS/tfi^ laM DTT , 100/ig/ml BSA££tf0.01% b^-f h >X-100 
e>fc5«««10/iHcin*.. 35tC10#ffiCDiWIS*3RNotI (^?@3£*±§g) Ztaz.T3 
71C^l^F^MlS$-ti:fc 0 MH/SSt^T^D-^^m^CScKrlCT^ML, *«J12.7 
5kb(Z)ApaI-NotI Iftft £jf$l ft gEUR L fc. JifET'^ tlfc ^ X ^ KpBS17 

32H©5Mg$:10«Mh U (pH7.5 ) , 10mM&fl:x^** Afc J:tfl«M DTT 

^e><fc*«**10/el Kin*., 3g»C104i&©1Gg|g*jRApaI (SISJttfcK) fc^A 
TSTlCZflBSrH/RjC&S**:. SSJS*&3i*y-^/ifclRL, 50«M h 'J ^-i&Sft (pH 
7.5) , lOOmM MtN'J9A, lOmMi^fbvy^i/^A. 1«M DTT , 100/ig/ml B 
SA££tf0.01% h9>f h>X-100^e>3&Sitt««[10/tl fC#D;L> MiZlom&OM 
KOHRNoti (S«5itt») &AD^.T37r;*ei«flSISliSS*fe. ISM^T^D 
-xy/l/MUfcttJCraiSU ^0.46kb©ApaI-NotI»r^rS:^0.5/ig|lII|Xbfco 
[0 16 9] 

_fc8ST?#e>*i;fcfc h-ffc^t^^lJBffl^^ *-pKANTEX93ft*<Z>ApaI-NotIWr^T0.1 
fiBilZf^*^ KpBS1732Hfi*©ApaI-NotI»i^-0.1yttg &£*10jttl 

DNA ligation Kit Ver.2 (Sfi£|tS) £M^T&!Mm9f#tCt£^ igjjg 
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« BB16Kia%bfe^X5FpIA!ITEX17Saift#fc 

o 

[0 17 0] 

fctZ, ±gB"e#^>tlfe^'^X^ FpKANTEX1732H©3/tg £50mM h U (pH 
7.5) , lOOmM Mth'J^A, 10mMJ&ffcV^*2/*A, 1«M DTT33 <fcl£lOO#g/m 
1 BSA^e>feSig©lljtl0^nciD^, 5StC10#ffi©iWIS**EcoRI (SiBJittJS) 

BJ:tfffiIR#JRSpii &mm±m) &fln*T37T;T?i«ria£J&£ii:fc. 

£ J # D - * ;i/«^tfr C T #@ b , *&13. 20kb©EcoR I-Sp 1 1 £ 1 /* gEI 
JKLfeo ftfc, ±|HT*#e>tlfc^^^^ F P BS1732L©5/xg$:50mMb (P 
H7.5) , lOOmM «fttM)9A, lOmMJ&flS V >f %V*7 1«M DTTfc J:tflOO /* g/ 

mi BSA#&fc*«««io*nciina.. hkio#&©«!IIS»*ecori (saiJitfcfS) 

£ T # O - * 4* K T 4)-® b > &J0 . 39kb©EcoR I-Sp lIB?T#£&J0.5^gIS 
jRbfcc 

[0 17 1] 

JlfET'#e>tlfe^5^^ KpKANTEX1732HS*©EcoRI-SpllWr^r0.1/tg, 
$ KpBS1732Lfi^©EcoRI-SplI^0.1/ig?:^*10Ml(D^ffi7KlCSn^.> DNA lig 
ation Kit Ver.2 (IsLm&ftm) Srffl V%T«M»W*K:«^ *«bfe. 3<Z>J: 

e»icuT#e>tifc^±^v^^ kdna mm^m^xi^mm^am mwmm 
nm) zmft&&^* mmz^Lt^^*^ kpkantexi732&*§£:. 

[0 17 2] 

(2) MEGFg£#Flt-l \L hM^^^^^^^^^-PKANTEX 1750 

W097/10354JcaB«©fcbflS«t*»^ffl*>^*"fe , f ^ * -PKANTEX93 
«fctf##05 1 © 1 «-e»e»nfe^^ 5 KKM1750H2-l;iS «fctmi750L3-l£MV^ 
hVEGF^^Flt-lt h^*;*^ffi#©3S^**-pKANTEX1750 £&T© 

[0 17 3] 
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KKM1750H2-l<D5yttg$:33mMh U (pH7.9) , 10mM@^^^^i/ 

66mmmiJ V ^A&JctfKKUg/ml BSAfr £ &£^ie$[10 ^ UciP^.. J€lC 
10#^©Mm^Alw26I (-=l — f FA-f^f? -fXnm) *1B7LTZ1V, 

Tl^^^JCfr^-tirfco ^ -;i/fcfc|$U 50mM h V X-i&g? (pH7.5) 

, lOOmM m.iti~ b V lOmM&ffcV^S/^A. ImM DTT, lOO/ag/ml BSA£<k 

tfO.01% h^-T h>X-100^e>^ S^»?K10 a HC AH X.. 35JC10#fir©M^^No 
tl (S*@^*±$g) £^T37T;T*lB#|g£j& RjRJS«& 7#n -X>7*;i/ 

«HC$ct&lCT#HU ftj0.41kbtf)Ali»26I-NotI $t#&&j0.5 /* gHUK Lfce 2fctC 

• J Uis-ttm) , #^J&DNA<Z>0.3/igro£l5/*l©^S^canx.. 65*C T 
5#|BliIlSll/fc. »i6O&«t:MK:T30#iai*ttUfcffc, 10^®?& [500mM h D 
7^-%LW. (PH7.6) , lOOmM t&ffcv?** is? A, 50idM DTT] 2 ft 1 £ 1 OmM ATP 2#1£ 
in*.. JgfC10^.fe(Z)T4 polynucleotide kinase (^?g^±S^) $:*D^.T371C T?30 

[0 17 4] 

#f^l©2 (1) T^^tlfe^^^^ KpBluescript SK(-) fi$fc<2ApaI-NotI 
^O.littgil^^X^ KKM1750H2-lE&5fc<DAlw26I-NotI8ft#0.1/tg£: U >^fb^ 
^DNA0.05/tg$:^*10/il©MS*lCftIX-, DNA ligation Kit Ver.2 (St@itt± 

KDNA*tt&fflV*T*»»DH5a«e (jfc#llsfri»*±gf) &?£SC«K&U BU8tCj* 
Lfc^^X^ KpBS1750H£#fc o 
[0 17 5] 

7£IC ^^^^ KKM1750L3-l(D5Ag fclOOnM h U (pH8.8) , 440mMi& 

-ft-t-hUOA. 12mMigft:^y^i/^A, 14mM 2-* :/ h :r# y «fc #200 

/tg/ml BSA^ej^^^^lOMliC^nx., 3ltC10#feCDfaK^MaeII (/<- U > 

;i/tfc^U 50«MhU^-atBfc (PH7.5) % lOOmM Mtb'J^A, lOmMi&ffcV 

i/^A. i«M mifrbtezmmmotii izmz.. miziom&oMm&mEcoRi 
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gfrlCT#®U ^j0.38kb(Z)MaeII-EcoRI»T^$:^0.5/ig|llJRbfeo #ClC. @2^J# 

ns?-tt3S) . ^-^-^DNAooo.Sittg-roSris/t i©^S*ici/nx., esTJ-es^-rafli 

S&JS*&MKT30#ia»«Ufc«U KM&««« [500-1 h'J^-S» 
(PH7.6) , lOOmM fift'^^i'^^ 50mM DTT]2jctl £10mM ATP 2/U 
, 3gtC10*fi©T4 polynucleotide kinase SriD^T 37X5^30^181 

[0 17 6] 

t#il©2 (1) T*#£*lfc^*S FpMM1259LV0ft*©EcoRI-SplI»r^r0 
Afig. -7^*$ KKM1750L3-lfi*©MaeII-EcoRI»T^r0.1/tgfeJ:r;U>ifc-ffc-&* 
DNA 0.05**&£JU0*l©*B2MCflII*.. DNA ligation Kit Ver.2 (SS3fitt» 

$ KDNA**fe«V*T*IMM>H5a# (*»tt«tt») Hl9tC^b 
fczf^XS. KpBS1750L£#fc„ 
[0 17 7] 

±|B*e#?>tlfe^'^X^ KpBS1750H©5/tgS:10mMhy *-&S8 (pH7.5) 
lOmM^ffcV^^e/^Afcic^lmM DTO^J&^^IKlOAHCjBn^., HK10#& 
CD^IIS^Apal (S?B3&ttSfi) fcfll^.TS71CT?ll*IBfi«a*fc- 
# 50mM h U (PH7.5) , lOOmM ttftth'JfA, lOmM&ft 

-W^ZsVU, ImM DTT, 100/tg/ml BSAfc <fctf0.01% h 9>f h >X-100fr £ 
Jg«»tlOAtliCiDX., 5£tC10^fit<OflWBR*3RNotI (SiHJitfcR) &in*.T37lC-ei 
^MiEiSS-erfe. »SJS*Srr*a-^^*»*»^"C^Hl^ i&0.46kb<z>Ap 
al-Notl ®r^5:^l0.5/ig HURLfcc 
[0 17 8] 

###jl<Z>2 (1) T?#e>*lfct hfc«tfMMI«*>f s A:&-fey h^^^-PK 
ANTEX93fi^0DApaI-NotI^0.1yttgi:-/9X^ FpBS1750Hfi^<Z)ApaI-NotI^0 
.l/ig$:^*10Ml(DMS*lCin^.> DNA ligation Kit Ver.2 (^?M*±§g) Srfli 
v*Tftffi3ftW»K:«vv JitSbfe. Z©*3CLT»&ftfclM**.:79*S KDN 
A««fcM^T*»«DH5att (*#«HR1±«) fcmMa*U 02OlC^bfc ^ 
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KpKANTEX1750H$:#fe o 
[0 17 9] 

#ClC, JifBT^^tlfe^^X^ FpKANTEX1750H(Z)3iCtg$:50mMh U X-i^^ (pH7 
.5) , lOOmM Mth'J9A, lOraM&ftvy*^/^ laM DTTfc <fc #100 fi g/ml 
BSA^fc-S^tmiO/tltcAn;^ 3glC10^fe(Z)MI^^EcoRI (S*@;£*±$g) 
<fctf$UPMiliSplI (^i@ii£fc§g) £ftf*T37T;Tll$HHJS2*fc. 
T^D-X>!f;i/«^KftCT^®L, ^lS^OkbcDEcoRI-SplI^T^&^jlAiglllltX 
Lfe 0 #ClC, ±IB^#£*lfcy^X^ FpBS1750L<Z>5/tig$:50mMh U (pH7 
.5) , IOObM i&fc-f- h V lOmM^CT^^^^A, ImM DTT;J3 J: tflOO yti g/ml 

<fcWi^^SplI (^?@^*±Sg) Ztiaz_X37X:X*mffifcfa2l£fr e 

7A*n-^ ^r;i/m^,^ci&lCT^M U ^j0.39kb©EcoRI-Spl I$t/i §:^0.5 a gEHfc 

[0 18 0] 

JifiHT^btlfc^^X^ KpKANTEX1750Ha5fc©EcoRI-SplIHT^0.lAg , ^5 
KpBS1750Lfi^©EcoRI-SplI^T^0.1^g$:^*10Al(Z)I^S*CAn^., DNA 1 
igation Kit Ver.2 (^?@m±ig) £ffi^T8!fflIfcl?l!»JCti£v^ 3**3 1, fc. Z.0) 
<fce»tCLT#e>tlfe^g|^.^^X$ KDNA *m££ffi^T;*:J®®DH5a#c (m#^r 

m±m) zm$tmmi>. m2uzmht^^^^ kpkantexi750£#£ o 

[0181] 

(3) pKANmi732fc«fctfpKANTEX1750$:MV>£ifiH h VEGF^^flcFlt-l t 
^£vfc<£>^ y h ^ 3LU--?YB2/0ffijj& (ATCC CRL1581) T*<D$%%1 
¥B2/O||||gA0fii;t: hVEGF^gflsFlt-lH ^Jfifltf&JE'* * # -pKANTEXl 

732fej:O ; pKANTEX1750©#A{i , g'^^CD^^tC^Vx, 31 l/* h □ /K I/- V 3 
[Cytotechnology, 3, 133 (1990)] iZX^f-otco 
[0 18 2] 

MMl©25 OK (2) T#e>tlfepKANTEX1732JS <fc^pKANTEX1750©5 
*tg ?:4X10 6 M(Z)YB2/0M^\#A^, 40mltf)RPMI1640-FCS (10) m& C^ftWE 
M(FCS) &10X ^tfRPHI1640igtffi ( H *§g|g*fc53) ] tCSS«U 96? 
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y*c3.K-*-ftT*37X;. 2Af^mmm^ i?x^f-f^> (£TF. G418£^tiB-f 
^^n|±^) ?:0.5mg/mHc^^) J:e>JC»bT$ ^lCl~2Mra^bfco G4 

<fc »J^#±« JRU ±^^©mt bVEGF^^Flt-1 t»^7»?S 
[0 18 3] 

nfSttt hVEGF^#Flt-l 7Nli. Tanaka^O^S [Japanese Journal of Ca 
ncer Research, 88^.867 (1997)] Kl«V*SlfSLfc. 96? x;i/©EIAM Z? V- h ( 
$r^>f ^-tfcJB) PBST^LfclAig/mltDBr^ffit: hVEGF^#:Flt-l 7N£ 
50m1/i?x^T-^L, 4TCT?-l!feScgUT©»S-&fc. PBST*^#^. 1% BSA 
£-£tfPBS (J^"F, l%BSA-PBSh3tf3-r&) £100 a l/? x;i/iD3., SfiT?H$ISLR 
&£i*T^oT^£?Stt«S::/ny * b£„ l%BSA-PBS£f£T. ?£«Jg8lt*©ig 
#±?if &50/tl/?:n;i/T*3iiL, Mt*llfiai)SS*fe. 0.05% tween20£-£ 
tfPBS (fiilT, 0.05%tween-PBS£St!B-rS) T'^^, nBSA-PBSlCT3000^C# 
«Lfc^**S/^-«IStt MgG ftft (T*U#> 

^50^1/^x;i/T'inx.T^Tl 0.05% tween-PBS T?i5fei#^ AB 

im^M [2.2-ys/V tfx (3-ifM>^fry-w^>i) 

-OA] $:50yttl/^i;i'T*in^T^feS-&, 0D415nm©l»S£E max (^l/^n 
[0 18 4] 

«#±»*K:fitt hVEGFg^Flt-1 \L hM**7ffifc<Dffi&-tfU#>*>tlf=.W- 
mM^mZ.^^X. &M&*:-tlfZ>&&l~e* 0.5mg/ml G418;l3<t:tf50nM* V 
^•fe-b (JS*T, MTXil^fH-r§. &HT&RPMI1640-FCS (10) Igifi 

IZfBML, 5%C0 2 -T >^rzL^-^-WT37'C. l~2jBHI«tflU 50nM MTXjiStt££ 

,£T*ig*_L$f ^©ififc hVEGF^ftFlt-lt: bM** ^^OtStt&JilB©^ 
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^(D^m^mc £ y , $ *>ICMTX it^SrlOOnM, 200nM£±lfT#£. 0.5mg/ml G 
418£ J;tf200nM MTXfc-g-frRPMI^O-FCS (10) JgtffiT?i©at oTtgT'^o, *it: hVE 
GF^g#Flt-lfc hS^r^7^$:|f4ItSM»&#fc 0 m^tltc^M 

EGFS^Flt-lb: hM^^^m^&^-r-S^KiKmM^iiLfec ^K** 
-pKANTEX1732-&^ALT#^>tlfe^e^il0J^^ f^t>^. Sit hVEGF^g 
#Flt-lV?X^y ? D-^;i/^#KM1732ElJ3fc©£ifc MEGF^flsFlt-lk: hS^p 
*^#££jgt-£^ig^<Z>#li: bTteKM2532#&tf£;ru -e*l#£^"r& 
mt: hVEGFg^Flt-lt hM^r^^m^^KM2532^^Lfc 0 ft^/*? 

*-pMmEU75ozmAvxnt>nfci&n&&mmm. t^^n megfs^ 

^Flt-iv^^^y ^n-^-;i/^t#:KM1750S3f5<3Dmtl h VEGF^gffcFlt-lfc: hM* 

jftb: hVEGF^gflsFlt-lfc hM^^^m^&KM2550^^Lfc o #e>:ftfc#7£SI 
igt«^D->0$i;b: MEGF^&Flt-lb: hM^r* ^ifttttf) £.mm*ffi5vg/ 
10 6 #HBg/24^KT^ofec 
[0 18 5] 

(4) hvEGF^ftFit-i \zbm**^ifcft<z>mm±mfr*<Dmm 

##il®2 (3) T*#^>tl^mt MEGF^ft;Flt-lH 
#fcKM2532fc<fctfRM2550£0.5mg/inl G418£ <fcl>*200nM MTX-^OGIT^^ (B^WIM 
*fc$D lCl~2XlO 5 jjS0]®/iiil iufc&^lCMU 175cm 2 :7r7*=I (^-f^-- 
ttK) lC200«l-ro#f5^:lC^?iLfc o 5%C0 2 >T>^3./<-^-rtT'37TC, 5— 70 

C^JlmloyD-fe^^A (A>f *:/nlzy $/>?**±§g) 10mKDlM^*U 
$/>-0.15M Nad ( P H8.6) Zm^TUl/ftOffimV* 9 A Lfc. ifci£tfe, 

±IB<Z)i:^lCM^bfcmfcl MEGFg£#Flt-lfc hM3r* ^m«sKM2532^ J;tfKM2 
550&^tfig#±$f fc^tl^ruVOOnU 1800ml £70ml/l$tf)^-e :/n -fe «y :/A# 
^AlCil^Lfeo £ £>lCl0inl(Z>lM^y £/>-0.15M NaCl (pH8.6) SrMV^lml/^ 
©afc3***?$Jfc?*l/fcfk PH6. pH5^J:t^pH4<D50mM^ai>^®^#4mlT^Pie9lC 
50nM?:n>^®*K ( P H3.0) Sr7ml^LTH hM#^^*a<*:$:^ffiL 
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fc. ffit MEGFgg#Flt-lfc hM^*^3fittKM2532fc«fct> , KM2550# 

-£4X-?*l0.4»g , 0.3mg#e>tlfco 
[0 18 6] 

^tfe$tt MEGFS«#Flt-lfc h^dr^^m^KM2532i3J:^KM2550tt, SDS 
-PAGE&-efi?#T bfeo SDS-PAGE&&*n©#& [Anticancer Research ,12^1121 (1 
992) ] IC^ofc, ^;WCtt5~20%^7^x> htffr (rh'ttl) 

3StC^#TT* V- y&tc *)(DZ y^fgAt VX2.5fis(Dm^ MEGFg£#Flt- 
lt: hM^^^m^KM2532fcJ:mM2550§:^tl^tlScl!ib> ^-V->-^'J UT 
Z/hzffr-KXm&lsfc. *(DU%:Zm22KmLtco t hM^r^^m^KM2532S 
«fctfKM2550tt, #»^&frTTtt«^**&150*n # > Y y\ZUQ<DAy F#®«> 

**i2#©H»i3.J:tfL«J: y «fiRSn*^*150^rn 9ft hy(Dft*H bT#« 
StU tl hM3r* ^}fiffcKM2532£ J;OTi2550&lELV^3ttf>#L 

[0 18 7] 

(5) MEGF^&Flt-lfc hM^^^m^©^ hVEGF^^Flt-HC^i- 

WJWfifc FVEGFg£#Flt-lfc: hM^r^^m^KM2532^J:OT2550(Z)ll hVEGF 
gg#Flt-lC#«*S^ISttfc#T©#)Sfc«VV m^bfcc 

nl^ftt bFlt-1 7N&Tanaka [Japanese Journal of Cancer Researc 

h,88 , 867 (1997)] IC^HtgLfco 
[0 18 8] 

thFit-i 7n*&hj£u minirz\zbm**?ffi<*<n&fez&<t2-&r%i&t£ 
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1/tig/mlOpT^t: MEGFggtffcFlt-l 7N&50 fi l/V U Iftifc 

ilT®i$tfe t PBST?gfc*#^. l%BSA-PBS$:100^1/^a:;i/in^., SifiT?l B£ 
(SH&S^T^oT^^afc^ny * b£ 0 1%BSA-PBS£|£T, 0.152 -333 
ng/ial©^mil NVEGF^flcFlt-lt: h^dp^ ^£t#KM2532fccfc KM2550£50# 
l/7iM^at. ^iSTlB#|^KjS3i2:fc 0 0.05%tween-PBSTgfe^, 1%BSA-P 
BSlCT3000^lC#f{Lfe^;i/^-^>>^-if^mn MeG fctft (T*V%> u 
-Vy>7 7.#M) £50/*l/?;c;i/T?;&n3_T^iST*l B#{?3Mffr£-t!\ 0.05% tween- 
PBS-egfe^, ABTS36ft$[ [2.2-y^yt* (3-X^;i//<> y^y l/-;i/-6-^;i/ 
fcyW T>^E-^A] S:50ytt l/»>ac;i/-e^n^.T5§^$1±. 0D415nm(Z)©^^$:E 
max (^l/^fa7- • ^/t>f S/-X*±$g) £/§V*TiH!l5£b£., 
[0189] 

^<Z>*§JH£023 (A) IC^-To mtl hVEGF^#Flt-l hM^f J* ^ifittKM25 
32. KM2550tt^a^#WiCH hVEGF^^Flt-1 7NtC^bfc„ £ fc. Sit 
MEGF^gflcFlt-l \L hM= J f*^i5tttKM2532. KM2550<D^?gtttt«^|^^l?fe 

#CtC, ^m^M^^SrMV%T96^cc;i/(DEIA M^" h iC ®« $ -& ^> 
b: hFlt-1 7N*£^fti*it:T£ hM^r^^m^^-a-?S14$:^f#bfco 96^a:;i/ 
(DEimzfU- h (V^^^-ftM) fC, PBS-e#&5^ LfeO. 04—10 /tg/i»l©or?ttt 
t: hVEGF^flsFlt-1 7N£50/t 1/? x;i/T*#& U 4X: T? — Hfe#t« UT©«$-fr 
feo PBST?*fc*Hk l%BSA-PBS$:100^1/d;b}&DA. StBT?H$ISLRj5&3-t!:T«o 
TV^JStti?:7*n'y^bfe 0 1%BSA-PBS£*£T. 10/ttg/mlCD^^H hVEGF^ 
^Flt-lt: hM^r^ vtn;M2532fei:tJ f KM2550$:50/i l/^^^T-^aU. 
T*lB#f^KjS3-&/k 0 0.05%tween-PBST^^ l%BSA-PBSfCT3000^C#f? I, 
fc^^^rS/^— e«»tftt MgG m# (y* U5t7> n- l^y ? **t§g) £50 

l/^ai^T^^.T^Tl^ra^lS^it. 0.05% tween-PBSTift^. ABTSS® 

[2.2-y^vtfx (3-3i^;i//<>^yy-;i/-6-^;i//iN>^) y^^ezi^A 

] £50yu; #0 *.T5g-fe$l2\ G^lSnmODPRft^fcE max (^El/^frL^-- 

[0 19 0] 
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-£©*gJ&&BI23 (B) lC^i-„ hVEGF^^Flt-lt hM^^^^#KM253 

2. KM2550tt^l/- hKllR*S-&fc«r*ttfc hVEGFS*#Flt-l 7N©«&Kl|fe# 
Ufc*g<&?Stt&a*bfc. ffifchVEGFS«#Flt-lfc«**^ffi#KM2532 
, KM2550©*£-#r*SH£»«&If^-e3£>ok. 

Jftb: hVEGFg«#Flt-lt hM^r^^m^tCi:St: hVEGFilt: hVEGF^ 
£#Flt-l <0|g^iaSS5ttS:«T©J:^K:bT«S*Ufc. 96tfx/l/ ■ 

u->- ip^u-h uyjtfrtttS) ic*#/-;i/£ioo/ii/?x;i/-e3H£L 

^l/- h£&»<Z>PVDFK&StaMfcUfc. **e«s»^ PBST'0.2 /ttg/mKD^StC 
#^bfcor^ttfc: bVEGFS*#Flt-l 7N £50 p. l/V iH'^l, 41CT*- Bfcifc 
«bT©*$itfc 0 PBST'^^. l%BSA-PBS$:50Ml/^x;i/ilDX.> MT?1I*W 
^S-tfT^oTV^tSte^fc^n^ bfeo PBST?«fe^«, 1%BSA-PBS*»T?# 
3^1,0. 004-2 /ig/nlCDftlgmt: MEGF^#Flt-lfc M^P^ ^m#KM2532, KM2 
55033 <I:tf»SSJfifc hVEGF^^Flt-lV^X^y ^ n-^-;i/m#:KM1732. KM1750 
&50^1/^x^/T?^b, 3e>lC 3ng/mlG) 125 I^t hVEGF (T^S/^-MtJS 
) S:50^1/^x;i/T'ijn^MT'1.5^MfS:$-&fe. 0.05%tween-PBS-e&*§^ 5 
OTJ C T tfx 3 H\ 7^^Oi/>f-0 (/<y*-F4t«) £30/*l/^x 
fr-ZtoX. hv^iJ^yh KtfcK) £J8v^T. x;WC£h=rUfc 12 

5 l3B3Rk hVEGF©ifci*$£1££M/feb£o ^•©^*$:024lC^-r <J 024{C^bfcj: 
OiZifLU hVEGF^^Flt-1 M h§?3f* 9m#KM2532fe J: tfKM2550ttSt#»«ft 
#65jlCtl l-VEGFilti hVEGF^#:Flt-lCD^$:IS«bfc 0 hVEGF^ 
^Flt-lt: hS^*^M#KM2532fcJ:tfKM255(Hi > Stfc h VEGF^gflcFlt-lV 9 
^O-^- /l/tt#KM732i3J:tmi750 il^©t: MEGFhfc: MEGF^ftFl 

[o l 9 l] 

(6) hVEGF^ftFlt-lb: hM* Z^^-^toMUr 
( 6 - 1 ) pT*« t h VEGF^ftKDR 7N, ql^ftt: h VEGFg£#* * ^ # > /I * 
gFlt-1 7N.K2©M^ 

«T *§1x h VEGF£«#KDR 7N. nl^tt t h VEGF^tt 3f * * > A * KF 1 1-1 
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( 6 - 2 ) BT^tt t h VEGF^ftKDR 7N#§3^/< * # - CD=fiS£ 

ftH hVEGF^gftKDR 7N£ffri-) U - fi3fc©2T ^ 7 
£: #) © ? # - £ fi*T (D^MT'ftm b „ 
[0 19 2] 

Rligtefc hVEGF^ftKDR 7N&. oT?gtttl h VEGF^#KDR(D^J^«S<Z>N 

t hVEGF^§flcKDRtf)^£ : gcDNA$:n- Ki"^cDNA^ U - >BCMGS-neo-KDR [Ce 
11 Growth S Differentiation 7, 213 (1996)] SrEcoRIT^J^T KDR(D|fflfl&#. 
M^^^M^c^^- F-T-5^2.8 kb©»T>tS:pUC18(DEcoRIgpfetcffi^tf 
Z.£IZ£^>T. pUC-KDR£f£$gL£o pUC-KDR$:Xhol7?^J^ U Klenow#L3g^ Xb 
aIU>^7- (m#J##53) £#At"£^ t£<fcoTpUC-KDR-Xb£f}H$<[Lfc., pUC- 
KDR-Xb tf> Xba I -BamH I (2.3 kbp) #f#$:pBluescriptII KS(+) OXbal/BamHIgjSfitC 
iAtfet, Sphl-BamHI (5.2kbp) mKZmmV. Sn aB I g|5 V 
- (ee^J#-^54J5LtKIg^J#-^55) ?:#Ab, pBS-KDR-Xb-S£#§gb£ 0 
pBS-KDR-Xb-S£SnaBI/BamHIT*^#iU K> ilNotlgpfei: £-g-tf-£-f&l) > 

3*7- (SB^J##56^0IB^j#-^57) pBS-KDR(Xb)-S-NSr#igLfe«, P 

BS-KDR-Xb-S-N©XbaI-NotI (2.3kb) Jfttf ZA* =l U *7 J ;i/X^^^.pVL1393^ 
KcDtfys FU > (Polyhedrin) »^©^^^©T^5* WXbal&tf 
3' mtiotmmzM&j&fr^ hS&&\1 h VEGF3£3§^KDR 7N38gi'<##-pVL-KDR-7N 

[0 19 3] 

(6-3) RHg&fc FVEGF^#:^^^^>7^^SFlt-l 7N.K2#g^^ # -(7>fi 

m 

Rl^tt t h VEGF^flcF 1 1-1 0) 1/ y±;vm&} £ N pfcSg £> 750# S tC *B ^ £ 
«T?§&fc hVEGF^ftFlt-l 7N©e>*>, N»f,2#@0>f A; ^D^'J >i® 
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^e>^<5U>^-(Gly-Ala,Gly-Thr)$:^bT. Bf»ttH MEGF^#KDR©2 

#B©>r a/ ^oyy>*igpmc*g 95#B©r^ y»^e>i99»BG>r 

[0 19 4] 

Hhflt-lcDNA [Oncogene, 5, 519 (1990)] ©EcoRI/Hindlll (1.9 kb) 
£/<?#-M13mplC2EcoRI/BindIinc}fp AU pM13-f 1 1 £ f|s§g L „ pM13-flt£ 
*|»MXLlBlue£*gl££-fr. £M3i$8©»&#JStt3e^*AJ8*y hMutanKgStf 
®7-27;i/i:foT, «#±»J:*;ssDNAS:WJ8Lfe. #ssDNA £ If M £ IT, 

vyhMutanK (^?@^) fcffiV*, ^ig3£$g©3P&#llMIMgAJ§ * V MiutanK 
^tf©vrL^7;WCftoT^ft#Ml$^M£^VV Flt-l<DM^«tigc<D2#Stf> 

^"^^^ K (pM13-flt'-D2N) £f£$£Ofco #ClC. BCMGSneo-KDR [Cell Growth a 
ndDiff.,7, 213, (1996)] DNA 10ng£|§|M£ btffl ge^J##59;&tf @E#J# 
#60{C^L^^»IB^I$:^-r^^^-fV-#10 pmol, TaqDNA/JfU ^^--fe'A^ 
:7 T _, 10mM-?:*3rS/5* # l/*^- KHU ym^timWLlOO «HC2.5 unit 

s©TaqDNA3KU *^-if£8siDb, PCR^^fofco 95T3T*90#|^ 50 

ic-eeospisu 72Tc-e9o»ia©Sjc5«:30iaifty>gi/, *t*abfc, KDR©*ni»*Mg« 

„ ®DNA»T^-$:NarI/KpnI-e^JBTb, 340b P ©NarI/KpnI»r;t £#£ 0 StDNA$T#& 
tf. pM13-flt'-D2N©SoaI/NarI (0.5 kb) #t#£, pBluescriptlKDSmal/KpnlgjS 
&*CifAU P BS-flt-l'-KDR2N£#lgL£ 0 pBS-f lt-1* -KDR2N©BamH/KpnI(0.8k 
b)»T#, P M13-flt'-D2N©KpnI/MunI (80 b) mft. pVL-f lt-1 ©Muni /Not I 

(1.5 kb) ETtffc, pVL1393(DBamHII/NotI§P^JC#Ab, Flt-l.K2itfc^$:51/$~ 
FPVL-fkf$:#Sgbfec 
[0 19 5] 

(6-4) Sm^JBSiCjc^nr^ttH MEGF^ttKDR 7N*3.fctf «r*ffifc hVEGF^ 
^^^^^>A^MFlt-l 7N.K228^&*fe>fc&©*B#glx.?>f' JV^(D^m 
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#^ 11-17 17 

ttmtf'&mr* $> z> ^(Dffmi^ itb^y^yr-^^ z-t: m- litis @ a 

A*=lU3-}1 KX#-#-3r»/ h (^SS#PM-21001K) £M V^T-£<Z> V-a 
[0 19 6] 

Sf9 (77-5>yi>ai) iCi^^^^ra.n^'f ;i/XDNA [>K3r:a. n zJ — JV K 
• A^ra.n ? W ;i/XDNA(BaculoGold baculovirus DNA). 77-^>i/i ^tfcSS 
] ^J:tK#^Lfe h^>^7T-^^^-DNAS:y /K^ai^^^^lCT^A-r-S 
31 £ [SeSfii*, 37, 2701 (1992)] lC<fc»K I*ii/^aD ;i/J* 

[0 19 7] 

( 6 - 2 ) T*f» L fc^^ * # - © 1 n g h ffitfl A * =l U V A ;i/ * DNA<Z)20ng £ £ 
12m ltf>*g@7MCi§8£U $ e>lCU JK^ai^^^B/i 1 ^^©^6^1 tSrMfOL 
fc=foO$:in^.^'T:-15^raMgLfco — #Sf9 >MflSlXl0 6 <g£2mltf)Sf900-IIig 

blCAtlfco mcJtfH©^'^^^ KDNA. SStfKA^o.a^WWl/XDNAfc.fctf U tK 
■7 ai ^ 5 L >igfa^?g^*§:ADx.27 , CT'30 jSS^gl*. ? ?:^t/^ 

#_h*lml ££IIfcUfc„ i/^r- UlZ&mtc iCSf 900-11^^101$:^^., ££>IC27 

(6-3 )trf^^l/fe^fe^ / <^ # — ^^iv* I^MH £?to fco 
[0 19 8] 

Sf9$HJ9&2X 10 7 M£lOBlCE>Sf 900-1 IigifitCf&i® U 175c« 2 ^^^n ($^>f 

*±§g) !CAtitiiSt'iil0iJ[fiLTli&77xnic#i$tfc„ Stg^-t?* 



7 2 
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$:|&££TfclCl5inl<Z>TMN-FH-f h*^>f Afc±ffi©iB*«IA. ^-f -W/^ 

tf^#±»© e> 1«1 S:*DX.271C T*3 B b fc e ^«^_h« & 1 , 500 X gT? 10# 

o 

[0 19 9] 

o 

Sf9 |Hi®6Xl0 6 {g£4ml<Z)Sf 900-1 tt#60mm©M^ffly V 

&lC_t?g £|&£§T£tCSf900-IIigife400/i 1 ^Sf 900-1 I^T'lOOO-fglC^mbfe 
±IHffi»SI^^^;i/X^$:in^^^l^^S^ fe ^ Jg*fi£l&£5ml<Z>l%{£ 
Sl^7A*n-^ [T#-^-? ' T^D-X(Agarplaque Agarose), 

£4«1 ©TMN-FH-f h^T^ ^AfciMfDU 42t;i;:<&iSb£: : k(Z» 

-t/StS/*- wc#£, mm^mte-J^^yVMm^Wiisv- ix£A*u 27 

tt'6H^tlfe„ gr>^-WC0.01% h^frl/y K£^tfPBSl«l£2flJ 

„ pfu hffc-T) /micD^w ;i/x£-^-e^&z:i:#fc>;frofco 

[0 2 0 0] 

(6-5) SmmilSlCfe^S Rl^ttVl hVEGF^g#KDB 7N. pf»ttt hVEGF^ 
ffc3r*^#>A*MFlt-l 7N.K2(Z>2&3l£J:tf»g! 

BT*ttt. MEGFg&ftKDR 7Nj3<k tf«r?£ftt: h VEGF^tt** =7 # RF1 
t-1 7N.K2ttJ^T©«k^tCbT#fc. High Five0flS4XlO 7 M$:175c« 2 7^X=l ( 
y^>f ^-ftlg) [£(Z)EX-CELL™400igife (JRH Bioscience*^) SOallCMU 
SiST'lHOTb, 77X3lC#f3-tfe„ (6-3)fej:tf(6-4)T*#e>*lfe h ^ 
^ 77 _/<^_ &%k<DMfr$k7LV 4 fr* £#Jl~3X 10 8 PFU /■lCDtgST^tf 



7 3 
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l,500Xg*cio^W3S^iltS:fJv\J:»S:#fe. 
[0 2 0 1] 

^Mt MEGF^flsKDR 7N{COVMTtt. J^T#><fc "3 tC ItiiLfc, 
50mlCODEAE-Se P harose CL-6B (Pharmacia Biotechft^) fc^frg Lfe^ 5 Atfft 
©AnfSJC, 40ml ©Heparin Sepharose CL-6B (Pharmacia Biotechftjg) fcjfcil 1/ 
t^^^^ffiPilC^SJ:^ lCfi#llCgB^U 300mlO20mMU >$hr- N U 
«?K(pH8)T*gfe#Lfe 0 &f§^, W^ffifc hVEGF^§#RDR£^frig##[400~800 
■ l£50~100ml/B#<z>§i^Tii^fco jgiC 300«1©20«MU h U ?2±&m 

?£(pH8) Lfc^t, Heparin Sepharose CL-6B^7 =y AGD2*lC400ml(D0~lM NaC 
l/20mMU >^ h U A«««KlT»««fl?43Bit:**tf, 

o£„ ^ffi?gtt7ml-ro^ML, #^MlC-g-^tl^SQ^$:SDS-PAGE{CT^«f L 
, nT^ftH hVEGF^flsRDR 7 N $r^t?^® $r60~80ml telJlSt b£„ taflXLfc^^ 
h U^l/>y^lO (7^=3>*±§g) ^fflVNT^Sib, Bf^ttH hVEGF^ 
^#KDR 7N£^?g£:LT4.8ml (Mfi«2iM«:815 * g/ml % tt«tt70~80%) 

o 

[0 2 0 2] 

«T^tttl hVEGF^fls3r*^#>,r?*«Flt-l 7N.K2tC^> V%T gfOJ: "5 

*^A{Cj^j20ml©^\^y >--fe7 T D-XCL-6B ff fl, [7 7^^/7 • 
5 s " f # (Pharmacia Biotech) ABfrgJ] fc^JRU 100ml CD20mM h y * -&gfc(pH7 
• 5) ^«^£^T0.5ml/#©^T^A£&#Lfe o Sfc^gL _hfH© «k O JC 
MML/fc»T^St: hVEGF^fls3r*^#;y,r?^«Flt-l 7N.K2£-^frig*?£900ml 
$:0.5ml/^©^^l?^\Ay 77 D-XCL-6B # ^ AtCitig L/£„ £££10 

0ml©20mMh U^-^(pH7.5)S:MV^T0.5ml/^0^>^^gfc^bfe^ ii^Sg 
#0 M~1.5M©NaCl^W20mMMJX-^(pH7.5)a>e>&£M«^£200 ml®^L 

. ^^y >--fe7To-xjc®*bfcga«©^ai$:ffe> t^ic8mi-ro^m?g 

£#WLfc„ #^BJc-g-*tisse$:SDs^y y;i/r^ K^;i/«^,&Iffr (SDS- 
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PAGE) ICT8$#tU «T^ttt MEGF^#**!7*>A*«Flt-l 7N.K2&#tJ# 

nf*ttt MEGF£&#3f*9*>^*JRFlt-l 7N.K2£?#?£ OTfft 
-6*15.8*1 (3cBMl*588#is/aK «S6 5~75%) #£„ 
[0 2 0 3] 

(6-6) Jfifc MEGFSg#Flt-l \zhm**?1fcft<D&m't&x.\£h-'7<Dm 
*l§gffit: HVEGFg«#Flt-l t hM^*^m#KM2532£<J:tFKM2550<Z)fgfi1-£ 

nfi&ttfc hVEGFg«#Flt-l 7N (5/ ^^/B»9S:^tf N^SgT $ >> »^&750 
#g(Cffi^) , ofiSttfc hVEGFg«#Flt-l 3N (£/ ^^/BBWfeffrtf N^SgT ^ 
y»3^&338»BK:ffia) , RT^ttt: MEGFg«#Flt-l 2N (1/ >f± toWM*^ 
t?N*3gT^ y ^E^e>223#SlCffiS) ttTanakaP>©^S [Japanese Journal of 
Cancer Research,88 , 867 (1997)] lC$£v^§gb£ = "f*ttfc hS«#KDR 7N 
(^^;vSB^J£^£fc^N*$g}T^ 7 ^fr£>738#B ICfflS) , Hf^ffitl hVEG 
F^#**9*>>^?KFlt-l 7N.K2 (t: hFlt-1 7Ntf>T ^ ^ ^100~204#g 
£V >*-^^btt bKDRcJDT^ 7 ^95~199#g iC^glbfcttf)) (6-5 

) £^§asgbfco ^^cMv^feorm'l4t hvEGF^#:#a^#i*©m^;^»0 

[0 2 0 4] 

^^«9^S:mv>Tmn MEGFgSttFlt-lVtf:*^/ 
£vftKM1732. KM1750fiJ:tJfS£H hVEGFSS»Flt-lt: HS!^r^9fitflcKM2532, KM2 
550©£jS&£J£iRLfc„ 96^i;KDEIAM^l/- h ^— *±$£) ^ PBS 

T'#3^bfe4 Atg/«l©Flt-l 7N, Flt-1 3N, Flt-1 2N, Flt-1 7N.R2, KDR 7N& 
4x^4x50 a l/7iK'^L 4 iCT—^SC«bTiS*$ii:feo PBST*Sfe#«& 
, l%BSA-PBS£lOO/i l/^i;i/*nx., ^ST*1B#I^KJS3-&T^oTVnS$&|£»£ 
^ny^bfco l«BSA-PBS&f£T. 0.1**/nl©»K#tfc hVEGF££#Flt-lvtf 
^; ^n-^-;i/Si^KM1732*fcttRM1750. fc-SV^i, «SSJfit: MEGFS«#F1 
t-lH hM^^^^KM2532^fettRM2550$:50iCi 1/7iJI/«L, ^T'l^F^ 
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J5jS£i±£: 0 0.05%tween-PBST'gfc#^ UBSA-PBS lCT400fgK:##* VfcKjlTt 

^i/^-fM^T^^igG^ (**n*±$g) &swi30004gic#$iLfc^;i/ 

m^T/lDxT^T'l^^JCS^ii:, 0.05% tween-PBSTgfe^^ ABTSSSf-t^ [2. 

(3-x^;i/^>y^Tl/-;i/-6- ^ ;i/3ft ym) T^-^A] £50 
Al/^i;i/T*lra^.TI§fe$i±. OD^nmcDlKftS&E max (^l^zr^- • 5= A 

[0 2 0 5] 

^©^$rm320tC^t-o tat hVEGF^^Flt-lV^^^y ^n-^-;i/t)i#K 
M1732, KM1750*3J:tf*n;t: hVEGF^#Flt-l hM** ^|fiflsKM2532, KM2550 
ttFlt-l 7N. Flt-1 3N. Flt-1 2NtC|g-&U Flt-1 7N.K2. KDR 7NKI Lfc 
^ofeo S^ot, tat: hVEGFS^Flt-l^^^^/^p-^-;i/iitflsKM1732, KM1 
750fe«i:tJtmt hVEGF^^FH-1 bM** ^ta#KM2532. KM2550©S8K-r* 
3itf h-^tt, t hFlt-l^N^T^ y^^l00~204#S^T'CDM^iC-g-* 

[0 2 0 6] 

#ClC, ^f!t:ft^M^&£M^T96?x;i/<Z)EIA ft? V- V lC®;»£-fr£ Flt-1 
7N, Flt-1 3N. Flt-1 2N. Flt-1 7N.K2. KDR 7N*£— JgtCU ^*ni-^>tl 

(V'yJ-r-tt.m) tC. PBS T*3fcffiLf=.4 yttg/ml<7) Flt-1 7N. Flt-1 3N. Flt-1 
2N. Flt-1 7N.K2, KDR 7N£-£*i^*i50 # 1/? x/I/T?#ft U 4 1CT-M*b 
T©*£1±£:„ PBST'Sfcit^ 1%BSA-PBS£100 # / ^x^*.. ^T'l^ra^ 
jS^T^oTV^^tt^fc-yfEly * Lfc 0 lXBSA-PBS&^T, 0.0152-100 ng/ 
nl^WSSSttl hVEGF^#Flt-l H ^m#KM2532£ fcttKM2550£50 yet 1/ 

?x/l/T?#&U SfiTl TOyKJS^iirfco 0.05%tween-PBSt?gfe#^ 1%BSA-PB 
ST*3000&iZ^mLfr^)V**ci/ #-1£mmffit MgG Jn[«s (T* Vijy n- 
Wy*X#:§g) $r50jct l/^a:;VT*An^.T^T'mWMt&§-&. 0.05% tween-PBS 
T*gfc*#^ ABTSS^ [2.2-T^Vlf^ (3-ai^J\yKy V^T V-;i/-6-^;i/^ 
7>^-?A] £50 /t l/i? i;i/T'MT^$f, 0D415nm(D©^ ( K$:E m 
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[0 2 0 7] 

^0D^*S:^33S (±@) tC^-r„ it hVEGF^^Flt-lt: hS^r^7^K 
M2532, KM2550t±«i»«lilSt#«K:Flt-l 7N, Flt-1 3N. Flt-1 2MC*gHr U Fit 
-1 7N.K2, KDR 7MCl±*^bfc**o fc. £ fc, Sit: MEGF£W#Flt-l tl hM* 
^ ^35t#KM2532. RM25500)^tSttli«^l^^ , r $>o 

#IC. ^^,M^Sr^VNT96^x;i/(DEIA M^U- MClj£«$-fr£ Flt-1 
7N. Flt-1 3N. Flt-1 2N, Flt-1 7N.K2, KDR 7N:i;3:M:3i£T H 

96?:n;]/<Z>EIA JS:/U-h (y^^^-tl^) PB 
ST?#^l/fc0.041~10/*g/ml©l*iSl44fc hVEGF^^Flt-1 7N, Flt-1 3N. Flt- 
1 2N, Flt-1 7N.K2, KDR 7N£ -£*l^*l50 ^ 1/? *;i/T?#& U 4*CT?-BfeifcfiL 
T»R#S-&feu PBST'gfe^, l%BSA-PBS$:100/il/^x;i/Snx., Mt'lHTO 
S-BrT^o-CVN^fSlxa^^D bfco 1%BSA-PBS£^T. 5 /ig/iil(Z>«§gm 
t: hVEGF^W#Flt-l \L hM^*^ttKM2532£fc&KM2550&^*l^*t50/il/? 
rc;i/T^ab. ^ftT?l BmE)&3-frfc = 0.05%tween-PBS 1%BSA-PB 
S tCT300(H»K:#«lUfc^*^S/^— MgG m# (T* U 3 
-\/yV7J&m Z50»l/y*Jl'ZM%-r&Ur*mffiR!&-2^ 0.05% tween-P 

T>=E-^A] &50*l/tf cn^'TfUDfcTa'feS*. 0D415nmtf)l&3feK5:E 
■ax (^E l/d|ra9- • *rM 2/-XtM8) £J8 VMT$J£ Lfco 
[0 2 0 8] 

*©*§*&»33H (TH) iC^i-o Jfifc MEGFg&#Flt-l thi^^ft 
KM2532, KM2550tt^l/-MClRSSfS*fcHr*ttfchVEGFg«#Flt-l 7N, Flt-1 
3N, Flt-1 2N©«§^*fc#bfc*^8HxS:3*U Flt-1 7N.K2, KDR 7NKtt£f5 
Lfcfrofco Jfit: MEGFg«#Flt-lt: hM= s r*^#t#KM2532, KM2550© 

[0 2 0 9] 

3. jftfc l*VEGFg»#Flt-l \L hMCDR %>mHfo<£>Wk 
\L hVEGF^«:Flt-nc^-r-5*fQ?SttS:*-rSfittl hVEGF^gftFlt-lV?* 
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9 U —T )V#L{kmi732, KM1750feJ:^t: MEGF^^ffcFlt-1 1: hM3r*^ 
M#KM2532. M2550 tmmCD^^mir^tn,^ b VEGF^^Flt-1 H hMCDR^M 
£ J^T© J: "5 iC b T«3S b £<, 
[0 2 10] 

(1) gE*P<Dt: h^©VH©^ji@2^!I$:««liii-^mt: hVEGF^^Flt-i t: 

bmcvmmifitiwwzzi- k-t^cdnaod^ 

A y & U7. h (Sequences of Proteins of Immunological Interest), US Dept. 
Health and Human Services, 1991 , J^TI^^I] , gfcftlO^I* & fc: htftfltGDVHS: 

*<dt ^ jmmm<bmm&-frt>v-7tr)\,-'7i~u\ (hsg i~iid jc#jbu # 

t hVEGF^flcFH-lfc h§?CDR #«m#CDVH(£y i= y ^IB#I£^#f--f £ Zl £; £ 

Mil MEGF^^flsFlt-l V^^^E ^ ^ n --}-;i/Jn;fl£KM1732fc<J: tfKM1750tf>VH<Z)FR 
[0 2 1 1 ] 



fg i 





HSGI 


HSGII 


HSGIII 


KM1732 


65.5 


51.7 


55.2 


KM1750 


67.8 


49.4 


54.0 



[0 2 12] 

*<D&m. KM1732. KM1750^%lCif>^^;i/-yi fc*fc«Htt#WV* 3 £ #fl£ 
SSStU -y-^^lz-^KD^ilgfi^J^aiii: LTjfifc h VEGF^gftFlt-lk: NMCD 
R^ffim^©VH©T^ y®Eg2#I£^!ff U -£<DT^ yMB#I£=i- K^&cDNA*: 

[0 2 13] 
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ffiIE# 2000-3057389 



#5JZ 11-171709 



£1% MEGF^#Flt-lV?X^ #p-^m#:KM1732<DVHlCfi5fc-r 
emu hVEGF^ffcFlt-lfc h^CDR ;g«m#mH& 3 - F"T £cDNA©fii^lCO 
^TJ^Tlcra-rS., S2^J#=#2 5*^3 0<Z>&*@B^J£*-t&6#tf)-£-f&DNA£ 
-&j£L£ (tr7f-f--f^;D^-!l:g) o -&J&Lfc#DNA£Si&igg#0.1/t 
M£fc£«i:?lC200/iM dNTP (Si@Si*tSg) , 0.5/tM M13primer RV (^?@it*±§g 
) , 0.5^M M13 P ri B er M4 (^SaSttSI) £ J: tf2.5#&tf)TaKaRa Ex Taq DNA jK 

ICiOX., 50/tl©dR$*T?£V*, DNA-9"-v;i/-9--f *^-PJ480 (/\'-3r> 
-*±SS) Kl-feyhU 94t:iCT2^^ 55X:iCT2^^ 72^C lCT2#ra©-9--f 9 
fy*ZW< V Mtt-otco MMf5?££QIA quick PCR Purification Kit (3rT f 

fco #^nfc^m^$:10mMhU^-^ (PH7.5) . lOmMiJHfcV f J* 

fe^tFlnM DTT^e>& £ig«?&30 /tHcAn^., HtC20#^CDMI^^ApaI (STO 
t±8£) $riD^.T37t:T*miSS^$-ti:fco ^MJ&fti*:^* 7 -^Kb, 50mMh 
VX-mm (PH7.5) , lOOmM ififlS^bUtfi^ lOmMJ&ftV A. ImM DTT 

, 100/ig/nl BSAfc<fctfO.Ol56 h^-f b >X-100 frb&Z>&mmO fi HCiflX., H 
lC10#ft<Z)^im^NotI (STS^tt^) £2ra*T37^T*lB^£fS£ii:fco 
jSIK§:r**n-^.^;i/m^i&{CT^Hb, £l0.44kb(Z>ApaI-NotI Br#£i&0.5 

/ttgHU&bfco 

[0 2 14] 

##il02 (1) Ir^^tlfe^vX^ FpBluescript SK(-) fi5fe(Z>ApaI-NotI 
VfiKOAfLg£±mX*mt>frfMR Jfipg»T>t©ApaI-Notm^0.1^g Sr^SlO/il 
DNA ligation Kit Ver.2 (SSJtttK) fcJflV*T««3MB*K: 

^x$.vzmmh. mmmi<Dim (4) izmm^mizm^x. 

j£L££§£l> BftJ©T^ ^ K-f £cDNA£-g-&025lC;^Lfe^;*^ 
KphKM1732HV0£*§£. P hKM1732HV0tC^* tl^Jat: h VEGF^gftFlt-lfc hMCDR 
5£«tffi#©VH (J^T, 1732HV0£^SBtS) ©£SBB#I£BJ#I#-^ 3 lfc<J:tf7 



2000-3057389 



11-17170 

[0 2 15] 

#ttl hVEGFg^FIt-l^i^x^y ^a--^;i/m^KM17500DVHlCfi3fet-Smt 
hVEGF^sMfcFlt-lH h^CDR llttmttCDVH?: rr - K"T ScDNAO^HlCo V%T tt 

-*t$SD £MVNT_hia£ll*§l<Z>HjS:MfV\ 026lC^L£Slfr<Z>7 5. >> WGffllt 
3- F-recDNASr-g-tf^'^^^ FphKM1750HV0&#fc o phKM1750HV0{C-g-£*i&m 
M hVEGF^&Flt-lt: hMCVmmffifo<DVH (J^T, 1750HV0^^gB-T<5>) (DM. 

[0 2 16] 

(2) ©EfcJOU h^©VL<D^MgB^J$r*«ii:-rsmfci MEGF^flsFlt-l fc: 
FMCDR Sttta^C7)VL$:Zi- ScDNA©^ 

*7';v-7i~n (hsg i ~iv> izftmi,. &y-7tni--?mz&mmF}itmfeL 

fc„ -£zn?, ^tib^jlBB^lf^^i: bxmb: NVEGF^^Fit-m hMCDR^M 

ffiH hVEGFSW^Flt-lv^X^E^ ^ U-±Jlffitiimi732j3 J: tfKMmOCDVKJDFR 
[0 2 17] 

[£|2] 



& 2 m 





HSGI 


HSGII 


HSGIII 


HSGIV 


KM1732 


66.2 


57.5 


62.5 


63.8 


KM1750 


68.8 


\ 63.8 


68.8 


70.0 



[0 2 1 8] 

vznrji-zfi & y)\s-7iv<D&mmm*mm£ vrm^ fvegf^# 
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11-171709 



fh-ih hmcm®w.ttfcc>vL<»T $ jmmmzmsth. ^nr^jwmm*^- 

K -? £ cDN A £ PCR& £ JB V > X T © £ 5 JC L T L £ . 
[0 2 19] 

£1\ jfitl hVEGF^^Flt-lV^X^y ^n-^^/«t^KM1732©VUCft*i- 

£U&£J:e>tC200/iM dNTP (S?S3i%tK) > 0.5 M13 P rimer RV (S?B5i*fc*i) 
, 0.5 kX M13 P rimer M4 (S?B5itt») <fc 2.5#&©TaKaRa Ex Taq DNA jtfU 
^ 9 -if (tliitg) £-£tUteigg©Ex Taqjg»?|g (StBJitfcK) 50^UCJD 
50/ti©&£$fiT*Sw dna-9— v;i/i?->f #^-PJ480 (/\°-3p> x;i/^-tt 
W) Kl-feyhU 94TCICT2^IS. 55t;iCT2#[^ 721CtCT2#|g *;i/£3 
0-9- >f ?;i4f&ofc 0 ^KfS?££QIA quick PCR Purification Kit (dpT^ai> 

zm^T&tt<DMwmiz.'&^#mh. 20 /ii ©ii*ttsu« 

. I£IC, #e>tlfc^ffi?KS:50mMh n-M (PH7.5) , 100mM SftthUfA, 
10nM&-ffc^*$/?A, ImM DTTfc<fc #100 /tig/ml BSA#Mb&£^ffi?£30/i l ICflD 

3gicio#^oDMis^EcoRi i^mmtm) &£T$®mmmspn &mm± 

^fb, ^j0.39kb(DEcoRI-SplI^S:^0.5>xgIllJlXbfc. 
[0 2 2 0] 

f#Ml(02 (1) -Z&btliff^X^ KphRM1259LV0fi*©EcoRI-SpllWT^r0 
a#tgfc±fiT?#6*lfcPCR*«WT^T©EcoRI-SpllWT^0.1/tgfc^*10*tl©|R* 
TKfciDiU DNA ligation Kit Ver.2 (S?S3ttt») &jgv*T«J8Sit!B»K:flEVV 

#%Wl<Bl3t (4) JCfB«©*^^oT. i£*B2#l£&5£ 
Sfi5tf>T ^ yfftHWI&n- K"T-2>cDNA$:^-tfE27lC^bfe"/^^^ KphKM17 
32LV0&*§fco phKM1732LV0tC^^n-g>mt h VEGF^#Flt-lH hMCDR &mtn> 
mr. 1732LV0£^32t£) <D&*ffi^I2^J##45fcJ:tf7^ 



mU# 2000-3057389 



11 — 17 17 

[0 2 2 1] 

bVEGF^^Flt-lv^^^y ^n-^;i/Ja#:KM1750OVUCfi3fe^^Mt 
hVEGF^§#Flt-lH hMCDR f£ttjfi#©VL£:3- K"f *cDNA©*S5lCO^T tt 

5 l <D&Me#f£;£ > r£6;fc(Z)-£-/&DNA (-tf-y^ - • -r-* / n i?-t±m) £ 

cDNASr^tf^^^ KphKM1750LV0(IV) &#fc„ P hKM1750LV0(IV) iZ<££ th&ffi 
t hVEGFSftflcFlt-lH hMCDR t£*fim<*<Z>VL [JKT, 1750LV0(IV) ^sB^S] 

zf^jv-^i <D&mmm*mmn vxmm?z>m&izi*mmm^6ifr*>66<D&m 

KphKM1750LV0(I)£#£ o P hKM1750LV0(I) \Z<£S. tl&ffiH MEGF^ftFlt- 

lthMCDR &mffi<fc<DVL ipat. i750Lvo(i)i:^iH"r-5] <Dm.mmm *m&m 

[0 2 2 2] 

(3) mto<Dt h^ftov Miga>&mmmzmm£ bt^t MEGF^ticFit- 

W097/10354lClB«<Z>tl MfcMtt^Ug # h # -pKANTEX93fc 

<fctf##0!lltf>3 (1), (2) X*mbtlt=.ffitL hVEGF^flcFlt-lfc: hMCDR# 
ffita^OVM^^H- K-r^cDNA^-g-tf^^X^ KphKM1732HV0, phKM1732LV0, p 
HKM1750HV0, phKM1750LV0(I) £ 0phKM175OLVO(IV) fcjg ^T^tl MEGF^flsF 

it-it hmcm&mffitiKDmm*? $ - turn & e» ic itiibfe. 

[0 2 2 3] 

£-f, Mb: hVEGF^ffcFlt-1 v?*^/ ^n-^-;i/m^KM1732lCfi3Rt--2>ia 

n hvEGF^^Fit-m hmmmnmitaftm** *-<Dmmtz^x&>TK.n 

^^X^ KphKM1732HV0tf>5yttg£l0iiMh V (pH7.5) „ lOmMj&ffcV 



8 2 



tfi§E# 2000-3057389 



11-171709 



, 50mM h U (PH7.5) , lOOmM ^b^hU^A, 10mM&>fb^* A, 

InM DTT, 100/ig/nl BSAfc <fc tfO.01% F 9>f F >X-100fr &£jg®$[10 /it UCj&D 
x., 35tciO#&©«IS#SRNotI (SS3itt») &in*T37T;^ll$|«jRj£3-l!:fc 
o S£jStt&T3!fn-:*y/l/«&*lfrK:T#HU i&0.44kb©ApaI-NotI8fT#£ 
$j0.5*tgtI!Jfct,£o 
[0 2 2 4] 

#^i©2 (l) T*#e>*ifcfc Ffbffitt^JB^^A^izy F^^-pK 

ANTEX93ffi^(^>ApaI-NotI|§T^•0.1yt^gi:±fH^#^tlfe^ , ^^^ FphKM1732HV0ft 
5fc©ApaI-NotI$T#0.1/ig $:±MlO/i lOD^STKtCin^., DNA ligation Kit Ver. 

t^mmX-f^^^ FDNA$&fc&J8^T*»»DH5att (*^tt»ttt») &^@if£gl 
U 029lC^bfe^^^^ FpKANTEX1732HV0£#£„ 
[0 2 2 5] 

r^tC. W^tlfe^^X^ FpKANTEX1732HVO0>3*ig£5OmMh (pH7.5) 
, lOOmM mt-T h V ?A. lOmMl^bV A, IbM DTT33 <£ t^lOO yet g/ml BSA 

a^fce^ffimoyaUcinx., Sicio#&©MI&MtEcoRi (S?@S£*±S£) fcJ; 
tflBIRSSRSplI (SIS5i*ti8) &in*T37T^lli3MB£J£Sitfc. ^M*&?££7 
#a-X^;]/«C&i&lCT#®U ^13.20kb©EcoRI-SplI^r^f$:^JlAgiaJt5tl/ 
fc 0 mz. zf^TtS. FphKM1732LV0©5jtig$:50»Ml- V (pH7.5) . lOOmM 

i^b^hV^A. lOmM^'fb'v'^^^^A, ImM DTTfc «fc tflOO # g/ml BSA)^e>&£ 

sl8«*iO/tiK:iDiL. 35K:io^&©1WB8*lREcoRi (£iB36*tSS) £ itfUHJRBSlK 
SplI (SSJgtfcJB) &i0*T37r;T?ll$ISLRf&3iirfc. WLfiLfcWL*T13U 
/bttftftft JC T #H U mo. 39kb© EcoR I -Sp 1 1 £ 0 . 5 n glSUK L . 
[0 2 2 6] 

±mvm^tlf^Zf^^^ FpKANTEX1732HV0a*©EcoRI-SplIWr/Tr0.1/tg Hzf 
FphKM1732LV0ft*©EcoRI-SpllWr^r0.1^g$:^J|10At KD^TfUCj&llX.. 
DNA ligation Kit Ver. 2 (^rS^±S3) £ E^T&JBM^C^VV jgjjgfbfc., 



ffit£# 2000-3057389 



11-17 17 

z.<D&oi,zvTm*>tifrmmx.7 : 5rx$ kdna mmzm^Tjzmmm5am m 
ftmmttm) *mn.mmh. mmz^ht=.m\i MEGFgw#Fit-it vmwmm 

tfifaCDftm^? & -pKANTEX1732HV0LV0£#£ o 
[0 2 2 7] 

it hWGF&mmit-l-??*^; *D-^;bittKM175(HC|iBrr£it hVEG 

F^^Fit-it: bMCDmmifcfa<Dmm'<* * -<omm\z^x%. ±Mt.mm 

<DJxJfcZft^\ ®31£J:tm36lC^Lfcit hVEGF^§#:Flt-l t bmcm&mtfi 
i^(Dmm< ? Z -PKANTEX1750HV0LV0(IV) 33 J: tfpKANTEX1750HV0LV0 (I) £*#fc o 
[0 2 2 8] 

4. it hVEGF^g#:Flt-lt hMCDR^ffii#<Z)VM^©FR©T^ y^gB^rj©^ 

it hVEGF^#:Flt-lv^X^y ^D--^;i/^KM1732fe < j:tfKM1750©VM^( 
©3>^rt-^-^5t:«3t^^;i/fcJ;^##Ml ©3^T*|gjtLfc#fii;t NVE 
GF^#Flt-lt hMCDR &mttfc<DV Wm<Dn > tf ;l - # -H^Ttt*)!^^ 
Jt«!«i*"r«ri:tc«fcy, #it MEGF^#Flt-lt h^CDR^iflc 
©V^(Z)FR©T^ ,/&gH#J£#it hVEGF^^Flt-lv^x^y ?U—}-JVffi 

^©vm^cofrc^t^ y^gjj^jora-cM&oTv^y ^ ^bbss©^, #it 

hVEGF^#Flt-lt hmCDmnffifa(DVMm<DFR<Z>T $ 7 mSB^-RC *S V ^ T t hV 

EGF^#Fit-i*:<z>^icmM£%;3- £*i£y ^ y &^©&fi£|i^-r& r £ 

Sr&ltLfc., ^(D*^. it MEGF^#Flt-lv?X^y * n -^iftKM173 
2{Cft3fc-f 5it hVEGFS£#Flt-lt MgCDR ^ffiiflUCo VMT te. VHtCfcV^ 

=7 — Zs, 67&<DT)V3r — 69fi£>;* 70(&<E>>Y VU-f 82fe£D^* 

93ffi©AU XD&mt>\ VUC£^Tg2?a##88&CfH«<Z>T^ ygfcge 
#J(D39&<D:/n U 45fe©n^i/> > 46feOD-^^> > 69f£<Z>T;*/\ 0 9^:/& 
, 70fe(D'7jcZi;i/r^->©^rg^t: NVEGF^#Flt-l£tf>jj£-a-lCfcVATM^ 

[0 2 2 9] 

it hVEGF^#Flt-l y-jx^; ^n-^-;i/i^KMi750{ca3f51--5i 



2000-3057389 



#^2 11-171709 



\L hVEGF^#Flt-lH hMCDR ^ffiSiittJCoV^tt, VHlCfcV>TBJ?U#-if87lC 

^ jmmno>n^Lo>ry.^^ym. imcor^-y. 39&©^ny>, 59& 

e>©*Htt, JilHT'M^fc^it hVEGF^flcFlt-lH hMCDR iM*fci&tf>#7^ 
y^*©^fftC^VNT. Mx.tf, m^hyEG¥^mWnt-lT^^^ ^u-^- 
^^^ir ^^m^^^n^T ^ J m^^^^fo Z. iiiz ^ 
Jfit: hVEGF^#Flt-lbl bMCDR t£«m#<Z>fc h VEGF^tisFlt-HCSt-T £8r& 
5: HJc^-e £ -5 ZL h £ B b X ^ £ D 
[0 2 3 0] 

( 1) F R<DT$. jm*$lM\st~?&MMK. hMCDR#«m^©VHS:3- Ft" £ 
c DNACfi 

ifit: hVEGFS^Flt-lv'^X^y ^D-^-;i/*t#:KM1750{Cfi^-r^mn FVEGF 
^^Flt-lt hMCDR #1fim^©H«lC-oVM:tt. FVEGF^§#Flt-li:tf>*£ 

©#-£3$^ (82&<z)^;i/^ ^ yW.. 84&<z>-feU>. 95&tf>^ns/>) 

#CMH-e*>S^%^-?>tl-5©"e. KM1750{CH.m$tl-g>^^* (82^co^;v^ 
84&<Z>7;i/3r — 95&<£>7 zl — KT ^ — >) ^ttSI ^ tc 7 ^ 7 &IB#I £ 
zr- F^£cDNA&PCR&£^TJ^T<AJ:-?l-b-C$i^Lfc= 
[0 2 3 1] 

IB^J#-t68^^73(Z)i&*@B^JS:^t--56*©^^DNA (if?^ - • / U V 
-*±$D £JSV^TPCR&lC<k vj^j0.39kb©MroI-ApaI»T^-?:tlIilXbfe= 

•J^XS. ^phmnbOEVO^Ummm^HB^^rolX^m^ £j3.04k btDApa 
I-Mrolgrtf £ISJKU ±gBT*^*lfcPCRit*gi^#£&*SU #e>*lfe8B&X-^ 
^X^FDNA ?§?g£;BVM:*©MDH5a#: (jR#&&iK*±gD ^BM^^t^ 10 
Mtf>?£R«&*®K<k »J«v79*5 FSrSllgU ###91 (Dim (4) lc|B*<Z> 
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tfJSEft 2000-3057389 



11-17170 



^^timSHZmht^zf^^^ KphKM1750HV3£#£ o 
phKM1750HV3lC^^tl^mt: h VEGF^gflsFlt-1 \l h SCDR^mfltCDVH (J^T 

, i750HV3i:^f3-r^>) <D&mmFizm&m^74&£z$T$ jmmn^mn^Q 

[0 2 3 2] 

(2) ;mZ&$£lsfrik&Mti hMCDmmtfiib<DVL%:zi- K-r-s 

cDNACii 

F^^Flt-lH hMCDR #^m#:©L^{C-oVNTtt. t hVEGF^#Flt-l£tf) 

^«tf>*T*4£|^ (17^©T^/t^^>^ % 18fe<DT;i/^n> % 69&©7^A° 
^3r>&. 70&£>:7:c — JlT^~y) (Z)£m#KM1750LV0(I) iCfc l^T 
T**>Sil#^tl^CDT% KM1750fCMffi3*l£*fj&aS (17&© JOb # 18 

y^gB^rj^n- K•rScDNA§:PCR^$:Mv^T$:J^T©«^:e>^CLT«^Lfc 0 
[0 2 3 3] 

=l-F-tZ>cmk$:^ti7^7,$ KphKM1750LV4£#£., phKM1750LV4lC^;£;ft££t 
t: hVEGF^#:Flt-lti hMCDRi£*fi£ttis<Z)VL (J^T. 1750LV4il^fH-r -5) 
MB#! £BB#l#-!§-81fc J: y i= y ^S2#J £@2#J#-i§-92{C^ L fc D 
[0 2 34] 

mm 

##Ml£>4 (3) T-m^tlfeffitl NVEGF^#Flt-lfc h MCDR^lgfctfls© V 
K*r&cDNA£^t?:/^Xi> FphKM1750HV3, P hKM1750LV4. # 
%Ml©3 (1) , (2) T^e>tlfe^^^^ KphKM1750HV0. phKM1750LV0(I) 
, phKM1750LV0(IV)$:;gv^, F R <D T ^ 7 Bfe £ Bfc2£ L £ Bfc^M£t t h VEGF^ 

«cFit-it bmcDmmffifo<Dmm<<>7 ft-iz-D^xi-z.. ##^103 (3) ic^ 
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#3* 11-171709 

Lfcl5m£mU(Ofcl&Zft*>^ 039, 040, 04133 <fctfH42tC^b fe^iit 
hVEGF^^Flt-ltl hMCDR^^m^^^^^^-pKANTEXnSOHVSLVOd), pK 
ANTEX1750HV3LV0(IV), pKANTEX1750HV0LV4, pKANTEX1750HV3LV4&4#£ o 
[0 2 3 5] 

KM1750V^^H^ KM1750HV0, KM1750HV3© 7 ^ J 047 {C^ L£„ KM 

1750 V^^L^, KM1750LV0(I), KM1750LV(IV), KM1750LV4© 7 ^ J WMM £ 04 

Jifig|*_^>^ KpHRM1750HV0 Sr^i" £;*:I&®DH5 a /pBRM1750HV0, 

KPHKM1750HV3 S^ClSSDH5 a /pHKM1750HV3, Mix. 7° 9 FpHK 

M1750LVO(I)$:^-r^>^:J®ffiXLl-Blue/pHKM1750LVO(I), m^X^^^^ FpHKM17 
50LV0(IV) fc^-f £:*:J®BXLl-Blue/pHKM1750LV0(IV), ffigl*. ^ FpHKM17 

50LV4 $r^-rs^C®ffiDH5a/pHKM1750LV4tt, -^tl^tlFERM BP-6719, FERM BP-6 
720, FERM BP-6716, FERM BP-6717, FERM BP-6718h LT, 1 1^5^12H# 

^T'llgMMXfXlW^ (H*fflMo < tfrfrlfC ITS 1 #3 
-if) IcWffiS^TV^o 
[0 2 3 6] 

5. mt: hVEGF^^Fit-it hMcnmmifc<k(Dm&£f£&WM 

(1) pKANTEX1750HV0LV0(I), pKANTEX1750HV0LV0(IV), pKANTEX1750HV3LV0(I 
) , pKANTEX1750HV3LV0 ( I V) , pKANTEX1750HV0LV4;J3 <fc pKANTEX1750HV3LV4 £ ffl V» 
fc^iti FVEGF^ftFlt-lfc hMCDR#^m^©^ ^ h ^ acn -VYB2/0*fflfl£ (ATC 
C CRL1581) -£©38^ 

YB2/0fflMs\<DifLt MEGF^#Flt-l H hMCDR^ffiStffcfg^^ # -pKANTE 
X1750HV0LV0(I), pKANTEX1750HVOLV0(IV), pKANTEX1750HV3LV0(I), pKANTEX1750 
HV3LV0(IV), P KANTEX1750HV0LV4fe <fc^pKANTEX1750BV3LV4(D^A«#%M 1 <Z> 1 
(1) IZ'&\,K hUtfU-i/3Z/m. [Cytotechnology, 3, 133 (1990)] 

[0 2 3 7] 

##|ailCD4S (3) -e#£>*lfcpKANTEX1750HV0LV0(I), pKANTEX1750HV0LV0( 
IV), P KANTEX1750HV3LV0(I), P KANTEX1750HV3LV0 (IV), P KANTEX1750HV0LV4fe«k 
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4#¥ 11 — 17 17 

^pKANTEX1750HV3LV4O^tl^tl5Ag^4X10 6 M(DYB2/0 »ft^«A«, 40*1(DR 
PMI1640-FCS (10) [^»JU«CFCS) fcl0»<nrail640tt« (H^Kig^tfc 

«) ] icisl. 96^i;bv>r^n^>r^-^u-h (*5n>*t») ^200^1 

/fx^fo^Lfe. 5X00 2 >f >*a/<-*-rt-eS71C, 24*19***, G418 ( 
^:/n*±$g) Sr0.5«g/»lJc«;«J:-5Jc»JDLTS&tCl~2ara«§||L&. G418© 

[0 2 3 8] 

PKANTEX1750HV0LV0(I), P KANTEX1750HV0LV0(IV), P KANTEX1750HV3LV0(I), pKANT 
EX 1750HV3LV0 (IV), P KANTEX1750HV0LV4, pKANTEX1750HV3LV4S:-etl^tl^A It 

tVXittLXi^etl^tlKm550 > RM8551, KM8552, KM8553, KM8554, KM8555# 

*IKM8550, KM8551, KM8552, KM8553, KM8554, KM8555£;iSr;& #e>tlfc#^ 

l~l/ig/ml-efeofco 
[0 2 3 9] 

(2) £it: hVEGF^#Flt-l hMCDRt£ffijfi#:©i3«_L?jf £ 

##Mi©5 (1) xm^nr^M hvEGFs^Fit-ik: hmcDmmm<k£.m 

#;KM8550, KM8551, KM8552, KM8553, KM8554, KM8555£0.5mg/ n l G418£llrtfGIT 

mm (B*mm*±m) ci~2xio 5 «!/mi tttzxtuzmmis* nsc* 2 ?*?* 

T-37TC, 5~7H^tU 3 >^/I/3:>hK:*ofcl»jAT#**±»j|&l.l~2.5 
L&HUKL£ 0 ^^AlC^jlmlcD^n-fey^A (/W ^"^n -fe y > **f±§<!) £^ 
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JRU lOmlCDlM^U S/>-0.15M NaCl (pH8.6) £ J§ lnl/#tf)$?DM-e:* ^ A£ 
gfe^Lfe. «fc?*«, ±|B©J:e»lCW»LfefitllhVEGFS*fl:Flt-lfc hMCDR#«t 
ififls:£^KM8550. KM855K KM8552. KM8553. KM8554. KM8555£-£&ig#J:?i^ 
tl^tl2.3U 2.5U 1.8U 2.4U 1.1L, 2L&70«1/I$©8&;ST! f :7n "fe V :/A *v 
AlCiUgbfco Se>JC10»l©lM^US/>-0.15M NaCl (pH8.6) £Jg VMTlml/#CD 
tftafCUfei^bfe*, PH6. pH5, pH4©50mM^X>gg^«^#4«l-e©Pge9lC^b 
, 50bM*x>MMMHK (pHS.O) £7ml®igbTfc hMCDR#«m<*£i§ffib£o 

Sit hVBGF5t*#Flt-lt: hMCDR^ffitJt^KM8550, KM855K KM8552, 
KM8553, KM8554, KX8555tf-£il-?*ll.las. 1.8mg, 1.6«g, 2.2mg. 1.3mg, 1.6mg 

[0 2 4 0] 

iff^LfcJfifc MEGF^gftFlt-l H h^CDR^1SJn;^KM8550, KM855U KM8552 
, KM8553. KM8554, KM8555W:, ##il®2« (3) Kjjk LfcSDS-PAGE&T'B?^ 

t t>VEGF^#Flt-l t hMCDR5g*fijfiflsKM8550, KM8551. KM8552, KM8553, KM8 
554. KM8555. #^Jlffi2^ (4) T*7* Ifcit hVEGF^^Flt-ltl hS^^ 

^m^KM2550fe e kOfn> hn-;i/t hmnmfflfLftHLTK. MgGl^-f 

3^>^U*2/ FGM2lCMf&b, t: hVEGF^#Flt-HCte£J&LfcV^M8969 (&ffl 
5^10-257893) £^*l^4x&tfrU V --?i/-ZfV U 7 > h yOlz-lCTlg-fe bfc 
. ^©j^£@43lC^Lfc 0 t bMCDRt£*gm#KM855(h KM855U KM8552. KM855 
3. KM8554, KM8555&, ^«5c^TT'tt^*^150^r D h > ICIgG© A> 
K #fg#> £ tl> *7C&#T Tf li#&50 3f d # )\s V y K Em <D A > K t>\ ffi25 Jpn^ 
;i/h>(CL K#S«>S>*ifc. r©ij£Hlii> IgG M<Z>£t#:&> M5t:^T 

•ett^ia^^/^-f K«te#-w»rs*u -eti j rti2*©e^j3«tt5L»ic^fi?b 

, ^7C^#TT*tt j eti J ?ti22fs:©H^feJ:t5L^J;»J«I^S*iS^*150 *n 
#;i/h>©#^£LT##-r5 3££-$:U H hMCDR#M£t#KM8550, KM855 
1, KM8552. KM8553. KM8554, KM8555telEbV^^©j3T;#3H : -T*&£ Zl ttfijkZ 

[0 2 4 1] 
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#^1 1-17 17 

(3) hVEGF^#FH-lbl hMCDR^tt^r^^^ODfc: MEGF^ftFlt- 

nmtfit MEGF^flcFlt-lfc h MCDRM}fiftKM8550, KM8551, KM8552, KM85 
53, KM8554, KM8555;i3 J: tttfit: hVEGF^^Flt-lt: hi^r^ 9j5t{*KM2550©k: 
hVEGFg*flcFlt-HC»'r*^?gtt€:^#«l©2« (5) ©#«C«V^ VfeS 

[0 2 4 2] 

^l/-MC3-hfSFlt-l 7N»2 /*g/«lJC@)£U WSHtfMAg & 1 . 23~90 
Ong/n.l^7?^b$-&fe (3^#^^J) . 

•^©^Sr^tC^-r.. ^fc MEGF^ftF It-It h^CDR|£;|(^#KM8550, KM 
8551, KM8552, KM8553, KM8554, KM8555£ <fc tf3fifc: h VEGF^gflcFlt-l t: hM^ 
*^mM2550t£m#i§ < g&#l$lCfc hVEGF^^Flt-1 7NIC^L^„ £ fc, 
mt: hVEGF^#:Flt-l k hMCDR^<fiK#:KM8550, KM8551, KM8552, KM8553, K 
M8554, KM8555^<fc^t h VEGFg^ffrFlt-1 \L hM** ^m#KM2550©Jg^?Stt 

m^KM255o© m + & z&nLT^z>z£.tfm*>fr£&-ofc 0 

[0 2 4 3] 

r*tC, hVEGF^#Flt-l t hMCDR#=WJft#KM8550, KM8551, KM8552, K 

M8553, KM8554, KM8555*3 <fct5tat h VEGF^#Flt-lfc: hf^^ ^Ja#KM2550© 
i^-£#lltt£&fif-f ££#>IC, 5ig^© "5^4411 hVEGF^#§i#fl£#>,r5^eF 
lt-1 7N, Flt-1 3N, Flt-1 2N (W098/22616) , F lt-1 7N.K2 [##M 1 ©2(6 
-5)] , RDR 7N [f^l ©2(6-5)] Klltf lT£HJ&tt£^3li&^M)e&£M 
tlflt. 96dc;i/©EIA m^U- hlC IS* $i±-5> "T^ffiH NVEGF^^##: 
^Bjg©iI«ttlO*ig/iil (3#F#$^#|) JC, ffCftmmiZS Ag/"»HC@^lfe 0 
[0 2 4 4] 

•?-©^mS:045lC^-r o hVEGF^^ftFlt-lb: hMCDR#Mm«cKM8550, KM 

8551, KM8552, KM8553, KM8554, KM8555& <fc tK^tt hVEGF^^#Flt-lfc: hM* 
^^m^KM2550li^TI^^© J K^#^tt$:^b, Flt-1 7N, Flt-1 3N, Flt-1 2N 
Flt-1 7N.K2, KDR 7MC < £0 b fc„ =2 > h n - 
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#^ 11—171709 
MSiGM2 fc hMCDR^ffiSt«:KM8969 (#H8¥ 10-257893) tt^-ftl©^ 

h mcDmmifcft lit hi^p^7 m^KM255o©^ -r & & L T V a S 

[0 2 4 5] 

7^1C, hVEGFg^titflt-1 t hMCDR#«St#:KM8550, KM8551, KM8552, K 

M8553. KM8554, KM8555£<I: tffctt: hVEGF^^Flt-1 H hM3f* ^m#KM2550lC 
^Sb: hVEGFilH hVEGF^#:Flt-l©^|flW?Sft?:#%Ml©2^ (5) tCffi 
«Lfc#*&lCt£V^ttbfc 0 «6fln*5&#il£tt0.0048~l 5 /ig/ml (5^#^ 
tbfco -f©|g*&H46K:^-r. B46lC5tLfc<fce>lC#t;i: MEGF^ftFl 
t-lk hMCDR#ffiJji<*:KM8550, KH855U KM8552, KM8553, KM8554, KM8555£J:tf 
it MEGF^#Flt-lt: hM= 3 r^^m^KM2550tiin;^^#WlCk: h VEGF 
H hVEGF^^Flt-lCD^SrMbfco £fc> «£oT. *^^-e5t^ LfcBgcD 
t hMCDR^ffim^ttt hM**^#KM2550©*i-&VEGF-Flt-l^ffl«?§'l£ 
£ L T V * £ £ &m e> £ & o . 
[0 2 4 6] 

o 
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[0 2 4 7] 

SEQUENCE LISTING 
<110> KYOWA HAKKO KOGYO CO., LTD 

<120> Diagnostic and therapeutic agents for the diseases related monocyt 
es and macrophages 

<130> HI 1-077 

<140> 
<141> 

<160> 92 

<170> Patentln Ver. 2.0 

<210> 1 
<211> 415 
<212> DNA 

<213> Mus nusculus 

<220> 
<223> 

<220> 
<221> CDS 
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<222> (1)..(414) 



<400> 1 

atg gaa tgg aac tgg gtc gtt etc ttc etc ctg tea tta act gca ggt 48 
Met Glu Trp Asn Trp Val Val Leu Phe Leu Leu Ser Leu Thr Ala Gly 
-19 -15 -10 -5 

gtc tat gec cag ggt cag atg cag cag tct gga get gag ctg gtg aag 96 
Val Tyr Ala Gin Gly Gin Met Gin Gin Ser Gly Ala Glu Leu Val Lys 

-11 5 10 

cct ggg get tea gtg aag ctg tec tgc aag cct tct ggc ttc acc ttc 144 
Pro Gly Ala Ser Val Lys Leu Ser Cys Lys Pro Ser Gly Phe Thr Phe 

15 20 25 

agt agt aac tat ata agt tgg ttg aag cag aag cct gga cag agt ctt 192 
Ser Ser Asn Tyr lie Ser Trp Leu Lys Gin Lys Pro Gly Gin Ser Leu 
30 35 40 45 

gag tgg att get tgg att tat get gga act ggt gat gec age tat aat 240 
Glu Trp He Ala Trp lie Tyr Ala Gly Thr Gly Asp Ala Ser Tyr Asn 

50 55 60 

cag aag ttc aca gec aag gec cac gtg act gta gac aca tec tec age 288 
Gin Lys Phe Thr Ala Lys Ala His Val Thr Val Asp Thr Ser Ser Ser 

65 70 75 

aca gec tac atg cag ttg agt age ctg aca act gag gac tct gec ate 336 
Thr Ala Tyr Met Gin Leu Ser Ser Leu Thr Thr Glu Asp Ser Ala He 

80 85 90 

tat tac tgt gca cga cac ggg ggg gac ggc tac tgg ttt get tac tgg 384 
Tyr Tyr Cys Ala Arg His Gly Gly Asp Gly Tyr Trp Phe Ala Tyr Trp 

95 100 105 

ggc caa ggg act ctg gtc act gtc tct gca g 415 
Gly Gin Gly Thr Leu Val Thr Val Ser Ala 



9 3 aSE#2 0 0 0-3 0 5 7 3 8 9 
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HO 115 119 

<210> 2 
<211> 385 
<212> DNA 

<213> Mus musculus 

<220> 
<223> 

<220> 
<221> CDS 
<222> (1)..(384) 

<400> 2 

atg gat ttt caa gtg cag att ttc age ttc ctg eta ate agt gee tea 48 
Met Asp Phe Gin Val Gin He Phe Ser Phe Leu Leu He Ser Ala Ser 
-22 -20 -15 -10 

gtc ata ata tec aga gga caa ctt gtt etc ace cag tct cca gca ate 96 
Val He He Ser Arg Gly Gin Leu Val Leu Thr Gin Ser Pro Ala lie 
"5 -11 5 10 

atg tct gca tct caa ggg gag aag gtc acc atg acc tgc agt gec age 144 
Met Ser Ala Ser Gin Gly Glu Lys Val Thr Met Thr Cys Ser Ala Ser 

15 20 25 

tea agt gtc agt tac atg cac tgg tac cag cag aag tea ggc acc tec 192 
Ser Ser Val Ser Tyr Met His Trp Tyr Gin Gin Lys Ser Gly Thr Ser 

30 35 40 

ccc aaa aga tgg att tat gac aca tec aaa ctg cct tct ggt gtc cct 240 
Pro Lys Arg Trp He Tyr Asp Thr Ser Lys Leu Pro Ser Gly Val Pro 

9 4 ajt#2 0 0 0-3 0 5 7 3 8 9 
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45 50 55 

get cgc ttc agt ggc agt ggg tct ggg acc tct tac tct etc aca ate 288 

Ala Arg Phe Ser Gly Ser Gly Ser Gly Thr Ser Tyr Ser Leu Thr He 

60 65 70 

age age atg gag get gaa gat get gee act tat tat tgc cag cag tgg 336 

Ser Ser Met Glu Ala Glu Asp Ala Ala Thr Tyr Tyr Cys Gin Gin Trp 
75 80 85 90 

agt agt aac cca ccc acg ttc ggt get ggg acc aag ctg gaa ctg aaa 384 

Ser Ser Asn Pro Pro Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu Lys 

95 100 105 106 

c 385 

<210> 3 
<211> 409 
<212> DNA 

<213> Mus nusculus 

<220> 
<223> 

<220> 

<221> CDS 

<222> (1)..(408) 

<400> 3 

atg gga ttc age agg ate ttt etc ttc etc ctg tea gtg act aca ggt 48 

Met Gly Phe Ser Arg He Phe Leu Phe Leu Leu Ser Val Thr Thr Gly 
-19 -15 -10 -5 

gtc cac tec cag get ttt eta cag cag tct ggg get gag ctg gtg agg 96 

9 5 2000-3057389 
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Val His Ser Gin Ala Phe Leu Gin Gin Ser Gly Ala Glu Leu Val Arg 

"! 1 5 10 

cct ggg gcc tea gtg aag atg tec tgc aag get tct ggc tac aca ttt 144 
Pro Gly Ala Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

!5 20 25 

ate aat tac aat atg cac tgg gta aag cag aca cct aga cag ggc ctg 192 
He Asn Tyr Asn Met His Trp Val Lys Gin Thr Pro Arg Gin Gly Leu 
30 35 40 45 

gaa tgg att gga get att ttt cca gga aat ggt ttt act tec tac aat 240 
Glu Trp He Gly Ala He Phe Pro Gly Asn Gly Phe Thr Ser Tyr Asn 

50 55 60 

cag aag ttc aag ggc aag gcc aca ctg act gta gac aaa tec tec age 288 
Gin Lys Phe Lys Gly Lys Ala Thr Leu Thr Val Asp Lys Ser Ser Ser 

65 70 75 

aca gtc tac atg cag etc cgc age ctg aca tct gaa gac tct gcg gtc 336 
Thr Val Tyr Met Gin Leu Arg Ser Leu Thr Ser Glu Asp Ser Ala Val 

80 85 90 

tat ttc tgt gca aga gat ggt gac tat tac ttt gac tac tgg ggc caa 384 
Tyr Phe Cys Ala Arg Asp Gly Asp Tyr Tyr Phe Asp Tyr Trp Gly Gin 

95 100 105 

ggc ace act etc aca gtc tec tea g 40 9 
Gly Thr Thr Leu Thr Val Ser Ser 
HO 115 117 



<210> 4 
<211> 379 
<212> DNA 

<213> Mus musculus 
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<220> 
<223> 

<220> 

<221> CDS 

<222> (1)..(378) 

<400> 4 

atg gat ttt cag gtg cag att ttc age ttc ctg eta ate agt gee tea 48 
Met Asp Phe Gin Val Gin He Phe Ser Phe Leu Leu He Ser Ala Ser 
-22 -20 -15 -10 

gtc ata atg tec aga gga caa att gtt etc ace cag teg cca gca ate 96 
Val lie Met Ser Arg Gly Gin He Val Leu Thr Gin Ser Pro Ala He 

-5 -11 5 10 

atg tct gca tct eta ggg gag gag ate acc eta ace tgc agt gee age 144 
Met Ser Ala Ser Leu Gly Glu Glu He Thr Leu Thr Cys Ser Ala Ser 

15 20 25 

teg agt gta agt tac atg cac tgg tac cag cag aag tea ggc act tct 192 
Ser Ser Val Ser Tyr Met His Trp Tyr Gin Gin Lys Ser Gly Thr Ser 

30 35 40 

ccc aaa etc ttg att tat aga aca tec aac ctg get tct gga gtc cct 240 
Pro Lys Leu Leu lie Tyr Arg Thr Ser Asn Leu Ala Ser Gly Val Pro 

45 50 55 

ttt cgc ttc agt ggc agt ggg tct ggg acc ttt tat tct etc aca ate 288 
Phe Arg Phe Ser Gly Ser Gly Ser Gly Thr Phe Tyr Ser Leu Thr He 

60 65 70 

age agt gtg gag get gaa gat get gee gat tat tac tgc cat cag tgg 336 
Ser Ser Val Glu Ala Glu Asp Ala Ala Asp Tyr Tyr Cys His Gin Trp 
75 80 85 90 

9 7 mtE#2 0 0 0 - 3 0 5 7 3 8 9 
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agt atg tac acg ttc gga ggg ggg acc aag ctg gaa ata aaa c 379 
Ser Met Tyr Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys 
95 100 104 



<210> 5 

<211> 5 

<212> PRT 

<213> Mus musculus 



<220> 
<223> 



<400> 5 

Ser Asn Tyr He Ser 
1 5 



<210> 6 

<211> 17 

<212> PRT 

<213> Hus musculus 



<220> 
<223> 



<400> 6 

Trp He Tyr Ala Gly Thr Gly Asp Ala Ser Tyr Asn Gin Lys Phe Thr 

1 5 10 15 

Ala 

17 
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<210> 7 
<211> 10 
<212> PRT 

<213> Mus musculus 

<220> 
<223> 

<400> 7 

His Gly Gly Asp Gly Tyr Trp Phe Ala Tyr 
1 5 10 

<210> 8 
<211> 10 
<212> PRT 

<213> Mus musculus 

<220> 
<223> 

<400> 8 

Ser Ala Ser Ser Ser Val Ser Tyr Met His 
1 5 10 

<210> 9 
<211> 7 
<212> PRT 

<213> Mus musculus 

9 9 ffilEff 2000-3057389 
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<220> 
<223> 

<400> 9 

Asp Thr Ser Lys Leu Pro Ser 
1 5 7 

<210> 10 
<211> 9 
<212> PRT 

<213> Mus musculus 

<220> 
<223> 

<400> 10 

Gin Gin Trp Ser Ser Asn Pro Pro Thr 

1 5 g 

<210> 11 
<211> 5 
<212> PRT 

<213> Mus musculus 

<220> 
<223> 

<400> 11 

1 0 0 2000-3057389 
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Asn Tyr Asn Met His 
1 5 

<210> 12 
<211> 17 
<212> PRT 

<213> Mus ousculus 

<220> 
<223> 

<400> 12 

Ala He Phe Pro Gly Asn Gly Phe Thr Ser Tyr Asn Gin Lys Phe Lys 

15 10 15 

Gly 
17 

<210> 13 
<211> 8 
<212> PRT 

<213> Mus nusculus 

<220> 
<223> 

<400> 13 

Asp Gly Asp Tyr Tyr Phe Asp Tyr 
1 5 8 

10 1 ffifE# 2000-3057389 



<210> 14 
<211> 10 
<212> PRT 

<213> Mus musculus 

<220> 
<223> 

<400> 14 

Ser Ala Ser Ser Ser Val Ser Tyr Met His 
1 5 10 

<210> 15 

<211> 7 

<212> PRT 

<213> Mus musculus 

<220> 
<223> 

<400> 15 

Arg Thr Ser Asn Leu Ala Ser 
1 5 7 

<210> 16 

<211> 7 

<212> PRT 

<213> Mus musculus 

10 2 fflSE# 2000-3057389 
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<220> 
<223> 

<400> 16 

His Gin Trp Ser Met Tyr Thr 
1 5 7 

<210> 17 
<211> 45 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 17 

gccaagggac tctggtcact gtctctgcag cctccaccaa gggcc 45 

<210> 18 
<211> 41 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 18 

cttggtggag gctgcagaga cagtgaccag agtcccttgg c 41 

10 3 mU<& 2000-3057389 
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<210> 19 
<211> 69 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 19 

cttattattg ccagcagtgg agtagtaacc cacccacgtt cggtgctggg accaagctgg 60 
aactgaaac 69 

<210> 20 
<211> 74 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 20 

gtacgtttca gttccagctt ggtcccagca ccgaacgtgg gtgggttact actccactgc 60 
tggcaataat aagt 74 

<210> 21 
<211> 19 
<212> DNA 

<213> Artificial Sequence 



10 4 
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<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 21 

tcagcctcca ccaagggcc 

<210> 22 
<211> 11 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 

<400> 22 
cttggtggag g 

<210> 22 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 23 

cgttcggagg ggggaccaag ctggaaataa aac 
<210> 24 



10 5 
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<211> 35 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 24 

gtacgtttta tttccagctt ggtcccccct ccgaa 35 

<210> 25 
<211> 94 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 25 

caggaaacag ctatgacgcg gccgccacca tggaatggaa ctgggtcgtt ctcttcctcc 60 
tgtcattaac tgcaggtgtc tatgcccagg tgca 94 

<210> 26 
<211> 95 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 



11-17170 
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<400> 26 

gtgtatccag aagccttgca ggagaccttc actgaggcgc caggcttctt cacctcagcc 60 
ccagactgca ccagctgcac ctgggcatag acacc 95 

<210> 27 
<211> 94 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 27 

tgcaaggctt ctggatacac cttcagcagt aactatataa gttgggtgcg acaggcccct 60 
ggacaagggc ttgagtggat gggatggatt tatg 94 

<210> 28 
<211> 101 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 28 

aggctgtgct cgtggatgtg tcgacggtaa tggtgactct ggctgtgaac ttctgattat 60 
agctggcatc accagttcca gcataaatcc atcccatcca c 101 



10 7 
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<210> 29 
<211> 100 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 29 

cacatccacg agcacagcct acatggagct gagcagcctg agatctgagg acacggccgt 60 
gtattactgt gcgagacacg ggggggacgg ctactggttt 100 

<210> 30 
<211> 93 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 30 

gttttcccag tcacgacggg cccttggtgg aggctgagga gacggtgacc agggttccct 60 
ggccccagta agcaaaccag tagccgtccc ccc 93 

<210> 31 
<211> 421 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence: Synthetic DNA 



<220> 

<221> CDS 

<222> (1)..(420) 



<400> 31 

atg gaa tgg aac tgg gtc gtt etc ttc etc ctg tea tta act gca ggt 48 
Met Glu Trp Asn Trp Val Val Leu Phe Leu Leu Ser Leu Thr Ala Gly 
-19 -15 -10 "5 

gtc tat gec cag gtg cag ctg gtg cag tct ggg get gag gtg aag aag 96 
Val Tyr Ala Gin Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

-11 5 10 

cct ggc gee tea gtg aag gtc tec tgc aag get tct gga tac acc ttc 144 
Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

age agt aac tat ata agt tgg gtg cga cag gee cct gga caa ggg ctt 192 
Ser Ser Asn Tyr lie Ser Trp Val Arg Gin Ala Pro Gly Gin Gly Leu 
30 35 40 45 

gag tgg atg gga tgg att tat get gga act ggt gat gec age tat aat 240 
Glu Trp Met Gly Trp He Tyr Ala Gly Thr Gly Asp Ala Ser Tyr Asn 

50 55 60 

cag aag ttc aca gec aga gtc acc att acc gtc gac aca tec acg age 288 
Gin Lys Phe Thr Ala Arg Val Thr lie Thr Val Asp Thr Ser Thr Ser 

65 70 75 

aca gee tac atg gag ctg age age ctg aga tct gag gac acg gee gtg 336 
Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val 
80 85 90 
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tat tac tgt gcg aga cac ggg ggg gac ggc tac tgg ttt get tac tgg 384 
Tyr Tyr Cys Ala Arg His Gly Gly Asp Gly Tyr Trp Phe Ala Tyr Trp 

95 100 105 

ggc cag gga acc ctg gtc acc gtc tec tea g 415 
Gly Gin Gly Thr Leu Val Thr Val Ser Ser 
110 115 

<210> 32 
<211> 96 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 32 

caggaaacag etatgacgeg gccgccacca tgggattcag caggatcttt ctcttcctcc 60 
tgtcagtgac tacaggtgtc cactcccagg tgeage 96 

<210> 33 
<211> 94 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 33 

ggtgtatcca gaagccttgc aggagacctt cactgaggcc ccaggcttct tcacctcagc 60 
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tccggactgc accagctgca cctgggagtg gaca ^ 

<210> 34 
<211> 90 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 34 

gcaaggcttc tggatacacc ttcattaatt acaatatgca ctgggtgcga caggcccctg 60 
gacaagggct tgagtggatg ggagctattt 90 

<210> 35 
<211> 90 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 35 

tgtgctcgtg gacttgtcga cggtaatggt gactctgccc ttgaacttct gattgtagga 60 
agtaaaacca tttcctggaa aaatagctcc 90 

<210> 36 
<211> 95 
<212> DNA 
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<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 36 

tcgacaagtc cacgagcaca gcctacatgg agctgagcag cctgagatct gaggacacgg 60 
ccgtgtatta ctgtgcgaga gatggtgact attac 95 

<210> 37 
<211> 96 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 37 

gttttcccag tcacgacggg cccttggtgg aggctgagga gacggtgacc agggttccct 60 
ggccccagta gtcaaagtaa tagtcaccat ctctcg 96 

<210> 38 
<211> 409 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
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<220> 

<221> CDS 

<222> (1)..(408) 



<400> 38 

atg gga ttc age agg ate ttt etc ttc etc ctg tea gtg act aca ggt 48 
Met Gly Phe Ser Arg lie Phe Leu Phe Leu Leu Ser Val Thr Thr Gly 
-19 -15 -10 -5 

gtc cac tec cag gtg cag ctg gtg cag tec gga get gag gtg aag aag 96 
Val His Ser Gin Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

-11 5 10 

cct ggg gec tea gtg aag gtc tec tgc aag get tct gga tac acc ttc 144 
Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

att aat tac aat atg cac tgg gtg cga cag gec cct gga caa ggg ctt 192 
He Asn Tyr Asn Met His Trp Val Arg Gin Ala Pro Gly Gin Gly Leu 
30 35 40 45 

gag tgg atg gga get att ttt cca gga aat ggt ttt act tec tac aat 240 
Glu Trp Met Gly Ala He Phe Pro Gly Asn Gly Phe Thr Ser Tyr Asn 

50 55 60 

cag aag ttc aag ggc aga gtc acc att acc gtc gac aag tec acg age 288 
Gin Lys Phe Lys Gly Arg Val Thr lie Thr Val Asp Lys Ser Thr Ser 

65 70 75 

aca gec tac atg gag ctg age age ctg aga tct gag gac acg gec gtg 336 
Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val 

80 85 90 

tat tac tgt gcg aga gat ggt gac tat tac ttt gac tac tgg ggc cag 384 
Tyr Tyr Cys Ala Arg Asp Gly Asp Tyr Tyr Phe Asp Tyr Trp Gly Gin 
95 100 105 
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gga acc ctg gtc acc gtc tec tea g 409 
Gly Thr Leu Val Thr Val Ser Ser 
110 115 117 

<210> 39 
<211> 87 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 39 

caggaaacag ctatgacgaa ttccaccatg gattttcaag tgcagatttt cagcttcctg 60 
ctaatcagtg cctcagtcat aatatcc 87 

<210> 40 
<211> 93 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 40 

aagtgatggt gactctgtct cctacagatg cagacaggga ggatggagac tgggtcatct 60 
ggatatctcc tctggatatt atgactgagg cac 93 

<210> 41 
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<211> 85 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 41 

agacagagtc accatcactt gtagtgctag ctcaagtgtc agttacatgc actggtatca 60 
gcagaaacca gggaaagccc ctaag 85 

<210> 42 
<211> 84 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 42 

atccactgcc gctgaacctt gatgggaccc cagaaggcag tttggatgtg tcatagatca 60 
gaagcttagg ggctttccct ggtt 84 

<210> 43 
<211> 94 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 43 

aaggttcagc ggcagtggat ctgggacaga tttcactctc accatcagca gcctgcagcc 60 
tgaagatttt gcaacttatt actgtcagca gtgg 94 

<210> 44 
<211> 91 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 44 

gttttcccag tcacgaccgt acgtttgatc tctaccttgg tcccttggcc gaacgtgggt 60 
gggttactac tccactgctg acagtaataa g 91 

<210> 45 
<211> 385 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 

<220> 
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<221> CDS 

<222> (1)..(384) 



<400> 45 

atg gat ttt caa gtg cag att ttc age ttc ctg eta ate agt gee tea 48 
Met Asp Phe Gin Val Gin He Phe Ser Phe Leu Leu lie Ser Ala Ser 
-22 -20 -15 -10 

gtc ata ata tec aga gga gat ate cag atg acc cag tct cca tec tec 96 
Val He lie Ser Arg Gly Asp He Gin Met Thr Gin Ser Pro Ser Ser 
-5 -11 5 10 

ctg tct gca tct gta gga gac aga gtc acc ate act tgt agt get age 144 
Leu Ser Ala Ser Val Gly Asp Arg Val Thr He Thr Cys Ser Ala Ser 

15 20 25 

tea agt gtc agt tac atg cac tgg tat cag cag aaa cca ggg aaa gec 192 
Ser Ser Val Ser Tyr Met His Trp Tyr Gin Gin Lys Pro Gly Lys Ala 

30 35 40 

cct aag ctt ctg ate tat gac aca tec aaa ctg cct tct ggg gtc cca 240 
Pro Lys Leu Leu lie Tyr Asp Thr Ser Lys Leu Pro Ser Gly Val Pro 

45 50 55 

tea agg ttc age ggc agt gga tct ggg aca gat ttc act etc acc ate 288 
Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lie 

60 65 70 

age age ctg cag cct gaa gat ttt gca act tat tac tgt cag cag tgg 336 
Ser Ser Leu Gin Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Gin Gin Trp 
75 80 85 90 

agt agt aac cca ccc acg ttc ggc caa ggg acc aag gta gag ate aaa 384 
Ser Ser Asn Pro Pro Thr Phe Gly Gin Gly Thr Lys Val Glu He Lys 
95 100 105 106 

385 
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<210> 46 
<211> 84 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 46 

caggaaacag ctatgacgaa ttccaccatg gattttcagg tgcagatttt cagcttcctg 60 
ctaatcagtg cctcagtcat aatg 84 

<210> 47 
<211> 96 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 47 

agttgatggt ggccctctcg cccagagaca cagccaggga gtctggagac tgggtcatca 60 
cgatgtctcc tctggacatt atgactgagg cactga 96 

<210> 48 
<211> 85 
<212> DNA 

<213> Artificial Sequence 



118 



ffi!E# 2000-3057389 



11-171709 



<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 48 

cgagagggcc accatcaact gcagtgccag ctcgagtgta agttacatgc actggtacca 
gcagaaacca ggacagcctc ctaag 

<210> 49 
<211> 87 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 49 

cagacccgct gccactgaat cggtcaggga ccccagaagc caggttggat gttctgtaaa 
tgagcagctt aggaggctgt cctggtt 

<210> 50 
<211> 86 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 50 
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attcagtggc agcgggtctg ggacagattt cactctcacc atcagcagcc tgcaggctga 60 
agacgtcgca gtttattact gtcatc 86 

<210> 51 
<211> 90 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 51 

gttttcccag tcacgaccgt acgtttgatc tccaccttgg tcccttggcc gaacgtgtac 60 
atactccact gatgacagta ataaactgcg 90 

<210> 52 
<211> 379 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 

<220> 

<221> CDS 

<222> (1)..(378) 

<400> 52 

atg gat ttt cag gtg cag att ttc age ttc ctg eta ate agt gee tea 48 
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Met Asp Phe Gin Val Gin He Phe Ser Phe Leu Leu lie Ser Ala Ser 
-22 -20 -15 _1 ° 

gtc ata atg tec aga gga gac ate gtg atg acc cag tct cca gac tec 
Val He Met Ser Arg Gly Asp He Val Met Thr Gin Ser Pro Asp Ser 
-5 -11 5 10 

ctg get gtg tct ctg ggc gag agg gec acc ate aac tgc agt gec age 
Leu Ala Val Ser Leu Gly Glu Arg Ala Thr lie Asn Cys Ser Ala Ser 

15 20 25 

teg agt gta agt tac atg cac tgg tac cag cag aaa cca gga cag cct 
Ser Ser Val Ser Tyr Met His Trp Tyr Gin Gin Lys Pro Gly Gin Pro 

30 35 40 

cct aag ctg etc att tac aga aca tec aac ctg get tct ggg gtc cct 
Pro Lys Leu Leu lie Tyr Arg Thr Ser Asn Leu Ala Ser Gly Val Pro 

45 50 55 

gac cga ttc agt ggc age ggg tct ggg aca gat ttc act etc acc ate 
Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lie 

60 65 70 

age age ctg cag get gaa gac gtc gca gtt tat tac tgt cat cag tgg 
Ser Ser Leu Gin Ala Glu Asp Val Ala Val Tyr Tyr Cys His Gin Trp 
75 80 85 90 

agt atg tac acg ttc ggc caa ggg acc aag gtg gag ate aaa c 
Ser Met Tyr Thr Phe Gly Gin Gly Thr Lys Val Glu He Lys 
95 100 104 



96 



144 



192 



240 



288 



336 



379 



<210> 53 
<211> 8 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 53 

ctctagag 8 

<210> 54 
<211> 60 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 54 

cagtgttctt ggctgtgcaa aaagtggagg catttttcat aatagaaggt gcctacgtag 60 

<210> 55 
<211> 67 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 55 

gatcctacgt aggcaccttc tattatgaaa aatgcctcca cttttgcaca gccaagaaca 60 
ctgcatg 67 
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<210> 56 
<211> 18 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 56 

GTATAATGAG CGGCCGCG 18 

<210> 57 
<211> 22 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 57 

gatccgcggc cgctcattat ac 22 

<210> 58 
<211> 56 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
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<400> 58 

gaaggaaaca gaaggcgcca tctatatatt tattcgaggt accaatacaa tcatag 56 

<210> 59 
<211> 30 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 59 

aaactgactt ggccggcgcc atttatgtct 30 

<210> 60 
<211> 30 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 60 

cataaatcct ataggtacca acgacaacta 30 

<210> 61 
<211> 87 
<212> DNA 
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<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 61 

caggaaacag ctatgacgaa ttccaccatg gattttcaag tgcagatttt cagcttcctg 60 
ctaatcagtg cctcagtcat aatatcc 67 

<210> 62 
<211> 93 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 62 

aagtgatggt gactctgtct cctacagatg cagacaggga ggatggagac tgggtcatct 60 
ggatatctcc tctggatatt atgactgagg cac 93 

<210> 63 
<211> 8 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
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<400> 63 

agacagagtc accatcactt gtagtgccag ctcgagtgta agttacatgc actggtatca 60 
gcagaaacca gggaaagccc ctaag 85 

<210> 64 
<211> 84 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 64 

atccactgcc gctgaacctt gatgggaccc cagaagccag gttggatgtt ctatagatca 60 
gaagcttagg ggctttccct ggtt 84 

<210> 65 
<211> 94 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 65 

aaggttcagc ggcagtggat ctgggacaga tttcactctc accatcagca gcctgcagcc 60 
tgaagatttt gcaacttatt actgtcatca gtgg 94 

<210> 66 
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<211> 85 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 66 

gttttcccag tcacgaccgt acgtttgatc tctaccttgg tcccttggcc gaacgtgtac 60 
atactccact gatgacagta ataag 85 

<210> 67 
<211> 379 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:Synthetic DNA 

<220> 

<221> CDS 

<222> (1)..(378) 

<400> 67 

atg gat ttt caa gtg cag att ttc age ttc ctg eta ate agt gec tea 48 
Met Asp Phe Gin Val Gin He Phe Ser Phe Leu Leu He Ser Ala Ser 

-22 -20 -15 " 10 

gtc ata ata tec aga gga gat ate cag atg acc cag tct cca tec tec 96 

Val He He Ser Arg Gly Asp He Gin Met Thr Gin Ser Pro Ser Ser 
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-5 -11 5 10 

ctg tct gca tct gta gga gac aga gtc acc ate act tgt agt gec age 144 
Leu Ser Ala Ser Val Gly Asp Arg Val Thr lie Thr Cys Ser Ala Ser 

15 20 25 

teg agt gta agt tac atg cac tgg tat cag cag aaa cca ggg aaa gec 192 
Ser Ser Val Ser Tyr Met His Trp Tyr Gin Gin Lys Pro Gly Lys Ala 

30 35 40 

cct aag ctt ctg ate tat aga aca tec aac ctg get tct ggg gtc cca 240 
Pro Lys Leu Leu He Tyr Arg Thr Ser Asn Leu Ala Ser Gly Val Pro 

45 50 55 

tea agg ttc age ggc agt gga tct ggg aca gat ttc act etc acc ate 288 
Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr He 

60 35 70 

age age ctg cag cct gaa gat ttt gca act tat tac tgt cat cag tgg 336 
Ser Ser Leu Gin Pro Glu Asp Phe Ala Thr Tyr Tyr Cys His Gin Trp 
75 80 85 90 

agt atg tac acg ttc ggc caa ggg acc aag gta gag ate aaa c 379 
Ser Met Tyr Thr Phe Gly Gin Gly Thr Lys Val Glu He Lys 
95 100 104 

<210> 68 
<211> 80 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 68 
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caggaaacag ctatgactcc ggagctgagg tgaagaagcc tggggcctca gtgaaggtct 60 
cctgcaaggc ttctggatac 80 

<210> 69 
<211> 80 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 69 

ccactcaagc ccttgtccag gggcctgtcg cacccagtgc atattgtaat taatgaaggt 60 
gtatccagaa gccttgcagg 80 

<210> 70 
<211> 81 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 70 

ctggacaagg gcttgagtgg atgggagcta tttttccagg aaatggtttt acttcctaca 60 
atcagaagtt caagggcaga g 81 

<210> 71 
<211> 79 
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<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 71 

tctcaggctg cgcagctgca tgtaggctgt gctcgtggac ttgtcgacgg taatggtgac 60 
tctgcccttg aacttctga 7g 

<210> 72 
<211> 83 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 72 

tgcagctgcg cagcctgaga tctgaggaca cggccgtgta tttctgtgcg agagatggtg 60 
actattactt tgactactgg ggc 83 

<210> 73 
<211> 81 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
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<400> 73 

gttttcccag tcacgacggg cccttggtgg aggctgagga gacggtgacc agggttccct 60 
ggccccagta gtcaaagtaa t 81 

<210> 74 
<211> 409 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 

<220> 

<221> CDS 

<222> (1)..(408) 

<400> 74 

atg gga ttc age agg ate ttt etc ttc etc ctg tea gtg act aca ggt 48 
Met Gly Phe Ser Arg lie Phe Leu Phe Leu Leu Ser Val Thr Thr Gly 
-19 -15 -10 -5 

gtc cac tec cag gtg cag ctg gtg cag tec gga get gag gtg aag aag 96 
Val His Ser Gin Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

-11 5 10 

cct ggg gec tea gtg aag gtc tec tgc aag get tct gga tac acc ttc 144 
Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

att aat tac aat atg cac tgg gtg cga cag gec cct gga caa ggg ctt 192 
He Asn Tyr Asn Met His Trp Val Arg Gin Ala Pro Gly Gin Gly Leu 
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1-17 17 0. 

30 35 40 45 

gag tgg atg gga get att ttt cca gga aat ggt ttt act tec tac aat 240 
Glu Trp Met Gly Ala He Phe Pro Gly Asn Gly Phe Thr Ser Tyr Asn 

50 55 60 

cag aag ttc aag ggc aga gtc acc att acc gtc gac aag tec acg age 288 
Gin Lys Phe Lys Gly Arg Val Thr He Thr Val Asp Lys Ser Thr Ser 

65 70 75 

aca gee tac atg cag ctg cgc age ctg aga tct gag gac acg gee gtg 336 
Thr Ala Tyr Met Gin Leu Arg Ser Leu Arg Ser Glu Asp Thr Ala Val 

80 85 90 

tat ttc tgt gcg aga gat ggt gac tat tac ttt gac tac tgg ggc cag 384 
Tyr Phe Cys Ala Arg Asp Gly Asp Tyr Tyr Phe Asp Tyr Trp Gly Gin 

95 100 105 

gga acc ctg gtc acc gtc tec tea g 409 
Gly Thr Leu Val Thr Val Ser Ser 
110 115 117 

<210> 75 
<211> 87 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 75 

caggaaacag ctatgacgaa ttccaccatg gattttcaag tgcagatttt cagcttcctg 60 
ctaatcagtg cctcagtcat aatatcc 87 
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<210> 76 
<211> 93 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 76 

aagtgatggt gacctcctct cctacagatg cagacaggga ggatggagac tgggtcatct 60 
ggatatctcc tctggatatt atgactgagg cac 93 

<210> 77 
<211> 85 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 77 

agaggaggtc accatcactt gtagtgccag ctcgagtgta agttacatgc actggtatca 60 
gcagaaacca gggaaagccc ctaag 85 

<210> 78 
<211> 84 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 78 

atccactgcc gctgaacctt gatgggaccc cagaagccag gttggatgtt ctatagatca 60 
gaagcttagg ggctttccct ggtt 84 

<210> 79 
<211> 94 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 79 

aaggttcagc ggcagtggat ctgggacatt ttatactctc accatcagca gcctgcagcc 60 
tgaagatttt gcaacttatt actgtcatca gtgg 94 

<210> 80 
<211> 85 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 80 

gttttcccag tcacgaccgt acgtttgatc tctaccttgg tcccttggcc gaacgtgtac 60 
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atactccact gatgacagta ataag 85 

<210> 81 
<211> 379 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 

<220> 

<221> CDS 

<222> (1)..(378) 

<400> 81 

atg gat ttt caa gtg cag att ttc age ttc ctg eta ate agt gec tea 48 
Met Asp Phe Gin Val Gin lie Phe Ser Phe Leu Leu He Ser Ala Ser 
-22 -20 -15 -10 

gtc ata ata tec aga gga gat ate cag atg acc cag tct cca tec tec 96 
Val He He Ser Arg Gly Asp He Gin Met Thr Gin Ser Pro Ser Ser 
-5 -11 5 10 

ctg tct gca tct gta gga gag gag gtc acc ate act tgt agt gec age 144 
Leu Ser Ala Ser Val Gly Glu Glu Val Thr He Thr Cys Ser Ala Ser 

15 20 25 

teg agt gta agt tac atg cac tgg tat cag cag aaa cca ggg aaa gec 192 
Ser Ser Val Ser Tyr Met His Trp Tyr Gin Gin Lys Pro Gly Lys Ala 

30 35 40 

cct aag ctt ctg ate tat aga aca tec aac ctg get tct ggg gtc cca 240 
Pro Lys Leu Leu He Tyr Arg Thr Ser Asn Leu Ala Ser Gly Val Pro 
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ate 288 
He 

tgg 336 
Trp 
90 

379 



<210> 82 
<211> 138 
<212> PRT 

<213> Mus nusculus 

<220> 
<223> 

<400> 82 

Met Glu Trp Asn Trp Val Val Leu Phe Leu Leu Ser Leu Thr Ala Gly 

-19 -15 -10 -5 

Val Tyr Ala Gin Gly Gin Met Gin Gin Ser Gly Ala Glu Leu Val Lys 

-11 5 10 

Pro Gly Ala Ser Val Lys Leu Ser Cys Lys Pro Ser Gly Phe Thr Phe 

15 20 25 

Ser Ser Asn Tyr He Ser Trp Leu Lys Gin Lys Pro Gly Gin Ser Leu 
30 35 40 45 

Glu Trp He Ala Trp lie Tyr Ala Gly Thr Gly Asp Ala S r Tyr Asn 

13 6 2000-3057389 



11-17170 




45 50 55 

tea agg ttc age ggc agt gga tct ggg aca ttt tat act etc ace 

Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Phe Tyr Thr Leu Thr 

60 65 70 

age age ctg cag cct gaa gat ttt gca act tat tac tgt cat cag 

Ser Ser Leu Gin Pro Glu Asp Phe Ala Thr Tyr Tyr Cys His Gin 

75 80 85 

agt atg tac acg ttc ggc caa ggg acc aag gta gag ate aaa c 

Ser Met Tyr Thr Phe Gly Gin Gly Thr Lys Val Glu He Lys 
95 100 




#3* i 1-171709 

50 55 60 

Gin Lys Phe Thr Ala Lys Ala His Val Thr Val Asp Thr Ser Ser Ser 

65 70 75 

Thr Ala Tyr Met Gin Leu Ser Ser Leu Thr Thr Glu Asp Ser Ala lie 

80 85 90 
Tyr Tyr Cys Ala Arg His Gly Gly Asp Gly Tyr Trp Phe Ala Tyr Trp 

95 100 105 

Gly Gin Gly Thr Leu Val Thr Val Ser Ala 

110 115 119 



<210> 83 
<211> 128 
<212> PRT 

<213> Mus musculus 



<220> 
<223> 



<400> 83 

Met Asp Phe Gin Val Gin lie Phe Ser Phe Leu Leu He Ser Ala Ser 
-22 -20 -15 -10 

Val lie He Ser Arg Gly Gin Leu Val Leu Thr Gin Ser Pro Ala He 
-5 -11 5 10 

Met Ser Ala Ser Gin Gly Glu Lys Val Thr Met Thr Cys Ser Ala Ser 

15 20 25 

Ser Ser Val Ser Tyr Met His Trp Tyr Gin Gin Lys Ser Gly Thr Ser 

30 35 40 

Pro Lys Arg Trp He Tyr Asp Thr Ser Lys Leu Pro Ser Gly Val Pro 
45 50 55 
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Ala Arg Phe Ser Gly Ser Gly Ser Gly Thr Ser Tyr Ser Leu Thr He 

60 65 70 

Ser Ser Met Glu Ala Glu Asp Ala Ala Thr Tyr Tyr Cys Gin Gin Trp 
75 80 85 90 

Ser Ser Asn Pro Pro Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu Lys 
95 100 105 106 

<210> 84 
<211> 136 
<212> PRT 

<213> Mus nusculus 

<220> 
<223> 

<400> 84 

Met Gly Phe Ser Arg He Phe Leu Phe Leu Leu Ser Val Thr Thr Gly 
-19 -15 -10 -5 

Val His Ser Gin Ala Phe Leu Gin Gin Ser Gly Ala Glu Leu Val Arg 

-11 5 10 

Pro Gly Ala Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

He Asn Tyr Asn Met His Trp Val Lys Gin Thr Pro Arg Gin Gly Leu 
30 35 40 45 

Glu Trp He Gly Ala He Phe Pro Gly Asn Gly Phe Thr Ser Tyr Asn 

50 55 60 

Gin Lys Phe Lys Gly Lys Ala Thr Leu Thr Val Asp Lys Ser Ser Ser 

65 70 75 

Thr Val Tyr Met Gin Leu Arg Ser Leu Thr Ser Glu Asp Ser Ala Val 
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80 85 90 

Tyr Phe Cys Ala Arg Asp Gly Asp Tyr Tyr Phe Asp Tyr Trp Gly Gin 

95 100 105 

Gly Thr Thr Leu Thr Val Ser Ser 

110 115 117 

<210> 85 
<211> 126 
<212> PRT 

<213> Mus musculus 

<220> 
<223> 

<400> 85 

Met Asp Phe Gin Val Gin lie Phe Ser Phe Leu Leu lie Ser Ala Ser 
-22 -20 -15 -10 

Val He Met Ser Arg Gly Gin He Val Leu Thr Gin Ser Pro Ala lie 
-5 -11 5 10 

Met Ser Ala Ser Leu Gly Glu Glu He Thr Leu Thr Cys Ser Ala Ser 

15 20 25 

Ser Ser Val Ser Tyr Met His Trp Tyr Gin Gin Lys Ser Gly Thr Ser 

30 35 40 

Pro Lys Leu Leu He Tyr Arg Thr Ser Asn Leu Ala Ser Gly Val Pro 

45 50 55 

Phe Arg Phe Ser Gly Ser Gly Ser Gly Thr Phe Tyr Ser Leu Thr He 

60 65 70 

Ser Ser Val Glu Ala Glu Asp Ala Ala Asp Tyr Tyr Cys His Gin Trp 
75 80 85 90 
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Ser Met Tyr Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys 
95 100 104 

<210> 86 
<211> 140 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Humanized antibody 
<400> 86 

Met Glu Trp Asn Trp Val Val Leu Phe Leu Leu Ser Leu Thr Ala Gly 
-19 -15 -10 -5 

Val Tyr Ala Gin Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

-11 5 10 

Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

Ser Ser Asn Tyr He Ser Trp Val Arg Gin Ala Pro Gly Gin Gly Leu 
30 35 40 45 

Glu Trp Met Gly Trp He Tyr Ala Gly Thr Gly Asp Ala Ser Tyr Asn 

50 55 60 

CAG AAG TTC ACA GCC AGA GTC ACC ATT ACC GTC GAC ACA TCC ACG AGC 288 
Gin Lys Phe Thr Ala Arg Val Thr He Thr Val Asp Thr Ser Thr Ser 

65 70 75 

ACA GCC TAC ATG GAG CTG AGC AGC CTG AGA TCT GAG GAC ACG GCC GTG 336 
Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val 

80 85 90 

Tyr Tyr Cys Ala Arg His Gly Gly Asp Gly Tyr Trp Phe Ala Tyr Trp 
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95 



100 



105 



Gly Gin Gly Thr Leu Val Thr Val Ser Ser 



110 



115 



119 



<210> 87 
<211> 136 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Humanized antibody 
<400> 87 

Met Gly Phe Ser Arg lie Phe Leu Phe Leu Leu Ser Val Thr Thr Gly 
-19 -15 -10 -5 

Val His Ser Gin Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

-11 5 10 

Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

He Asn Tyr Asn Met His Trp Val Arg Gin Ala Pro Gly Gin Gly Leu 
30 35 40 4£ 

Glu Trp Met Gly Ala lie Phe Pro Gly Asn Gly Phe Thr Ser Tyr Asn 

50 55 60 

Gin Lys Phe Lys Gly Arg Val Thr He Thr Val Asp Lys Ser Thr Ser 

65 70 75 

Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val 

80 85 90 

Tyr Tyr Cys Ala Arg Asp Gly Asp Tyr Tyr Phe Asp Tyr Trp Gly Gin 
95 100 105 



14 1 



fiJ|E# 2000-3057389 



11-17170 




Gly Thr Leu Val Thr Val Ser Ser 
110 115 117 

<210> 88 
<211> 128 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Humanized antibody 
<400> 88 

Met Asp Phe Gin Val Gin He Phe Ser Phe Leu Leu He Ser Ala Ser 
-22 -20 -15 -10 

Val He He Ser Arg Gly Asp He Gin Met Thr Gin Ser Pro Ser Ser 
-5 -11 5 10 

Leu Ser Ala Ser Val Gly Asp Arg Val Thr He Thr Cys Ser Ala Ser 

15 20 25 

Ser Ser Val Ser Tyr Met His Trp Tyr Gin Gin Lys Pro Gly Lys Ala 

30 35 40 

Pro Lys Leu Leu He Tyr Asp Thr Ser Lys Leu Pro Ser Gly Val Pro 

45 50 55 

Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr He 

60 65 70 

Ser Ser Leu Gin Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Gin Gin Trp 
75 80 85 90 

Ser Ser Asn Pro Pro Thr Phe Gly Gin Gly Thr Lys Val Glu He Lys 
95 100 105 106 

14 2 ffiH#2 0 0 0 - 3 0 5 7 3 8 9 



11-171709 



<210> 89 
<211> 126 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Humanized antibody 
<400> 89 

Met Asp Phe Gin Val Gin lie Phe Ser Phe Leu Leu lie Ser Ala Ser 
-22 -20 "15 -10 

Val He Net Ser Arg Gly Asp He Val Met Thr Gin Ser Pro Asp Ser 
-5 -11 5 10 

Leu Ala Val Ser Leu Gly Glu Arg Ala Thr He Asn Cys Ser Ala Ser 

15 20 25 

Ser Ser Val Ser Tyr Met His Trp Tyr Gin Gin Lys Pro Gly Gin Pro 

30 35 40 

Pro Lys Leu Leu lie Tyr Arg Thr Ser Asn Leu Ala Ser Gly Val Pro 

45 50 55 

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lie 

60 65 70 

Ser Ser Leu Gin Ala Glu Asp Val Ala Val Tyr Tyr Cys His Gin Trp 
75 80 85 90 

Ser Met Tyr Thr Phe Gly Gin Gly Thr Lys Val Glu He Lys 
95 100 104 

<210> 90 
<211> 126 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence: Humanized antibody 
<400> 90 

Met Asp Phe Gin Val Gin lie Phe Ser Phe Leu Leu He Ser Ala Ser 
-22 -20 -15 -10 

Val He He Ser Arg Gly Asp He Gin Met Thr Gin Ser Pro Ser Ser 
-5 -11 5 10 

Leu Ser Ala Ser Val Gly Asp Arg Val Thr He Thr Cys Ser Ala Ser 

15 20 25 

Ser Ser Val Ser Tyr Met His Trp Tyr Gin Gin Lys Pro Gly Lys Ala 

30 35 40 

Pro Lys Leu Leu He Tyr Arg Thr Ser Asn Leu Ala Ser Gly Val Pro 

45 50 55 

Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr He 

60 65 70 

Ser Ser Leu Gin Pro Glu Asp Phe Ala Thr Tyr Tyr Cys His Gin Trp 

75 80 85 90 

Ser Met Tyr Thr Phe Gly Gin Gly Thr Lys Val Glu He Lys 
95 100 104 

<210> 91 
<211> 136 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Humanized antibody 
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<400> 91 

Met Gly Phe Ser Arg lie Phe Leu Phe Leu Leu Ser Val Thr Thr Gly 
-19 -15 -10 "5 

Val His Ser Gin Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

-11 5 10 

Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

He Asn Tyr Asn Met His Trp Val Arg Gin Ala Pro Gly Gin Gly Leu 
30 35 40 4E 

Glu Trp Met Gly Ala He Phe Pro Gly Asn Gly Phe Thr Ser Tyr Asn 

50 55 60 

Gin Lys Phe Lys Gly Arg Val Thr lie Thr Val Asp Lys Ser Thr Ser 

65 70 75 

Thr Ala Tyr Met Gin Leu Arg Ser Leu Arg Ser Glu Asp Thr Ala Val 

80 85 90 

Tyr Phe Cys Ala Arg Asp Gly Asp Tyr Tyr Phe Asp Tyr Trp Gly Gin 

95 100 105 

Gly Thr Leu Val Thr Val Ser Ser 
110 H5 117 



<210> 92 
<211> 126 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence: Humanized antibody 
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<400> 92 

Met Asp Phe Gin Val Gin He Phe Ser Phe Leu Leu He Ser Ala Ser 
-22 -20 -15 -10 

Val He He Ser Arg Gly Asp He Gin Met Thr Gin Ser Pro Ser Ser 
-5 -11 5 10 

Leu Ser Ala Ser Val Gly Glu Glu Val Thr He Thr Cys Ser Ala Ser 

15 20 25 

Ser Ser Val Ser Tyr Met His Trp Tyr Gin Gin Lys Pro Gly Lys Ala 

30 35 40 

Pro Lys Leu Leu He Tyr Arg Thr Ser Asn Leu Ala Ser Gly Val Pro 

45 50 55 

Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Phe Tyr Thr Leu Thr He 

60 65 70 

Ser Ser Leu Gin Pro Glu Asp Phe Ala Thr Tyr Tyr Cys His Gin Trp 
75 80 85 90 

Ser Met Tyr Thr Phe Gly Gin Gly Thr Lys Val Glu He Lys 
95 100 104 
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